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When a patient asks you about family planning: .. 


Over 70°, of your married patients believe some 
form of contraception to be essential to the harmony 
of their married lives—yet few are fully aware of the 


' mecessary facts. More and more they turn to you, 


the family doctor, for advice, 

To assist you with these enquiries a number of 
special booklets and leaflets has recently been 
published. They are: A Married Woman’s Views 
on Contraception; Fertility Control in General 


Practice; The Condom as a Contraceptive; Dia- 
phragm or Protective ?; The Case against Coitus 
Interruptus ; and Moderr: Contraceptive Technique. 
Also available for patients themselves is the new 
Modern Family Planning booklet. 

If you would like copies of any of these, plzase 
write stating titles and quantities required to 


Medical Division (Dept. tor), London Rubber 


(Industries) Ltd., Hall Lane, London, E.4. 
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THE CONSUMMATION 


Sir ARTHUR THOMSON, 


“When I finally reckon up the number of questions 
that can be settled, doubts resolved, and obscure places 
made clear, given this illuminating truth, in every part 
of medicine . . . I find a field of such vast extent that, 
if I explored it fully in all directions, not only would 
this treatise of mine turn, contrary to my plan, into a 
full-sized book but the rest of my life would perhaps 
not suffice for my writing of it.” The quotation is from 
Kenneth Franklin’s translation of De motu cordis, and 
I take this opportunity to add to the tributes he has 
already received the simple statement that by his work 
Franklin has left this College for ever in his debt. 


As examples of questions that Harvey considered 
might be settled if his belief in the circulation of the 
blood proved to be well founded he chose some 
common problems of clinical practice—the things with 
which all physicians were familiar in contagion, 
poisoned wounds, the bites of serpents, and in venereal 
disease. In venereal disease he pointed out that the 
genitals were at times unharmed and that the first 


symptoms might be headache or pain in the shoulders - 


or manifestations in other parts of the body. After 
the bite of a mad dog he had known fever and other 
dread symptoms to occur when the wound had healed. 
If the idea of the circulation of the blood were 
accepted was it not probable that the contamination 
first imprinted on a part reached the heart in the 
returning blood and thereafter polluted the whole body ? 
And did not the same idea provide a satisfactory 
explanation of the observed fact that some medicaments 
applied to the skin had effects sirnilar to those following 
their administration by the mouth? Surely it was not 
unreasonable to suppose that some of the substances 
placed on the surface were absorbed by the veins, 
carried in the blood to the heart, and so distributed 
throughout the body. 


A Seventeenth-century Riddle 

And yet, as our Harveian Librarian observed in his 
Linacre Lecture last year,? it remains a riddle of the 
seventeenth century why so seminal a discovery as the 
circulation of the blood remained fruitless for so long 
a time. As Sir Charles Dodds said, even Harvey in 
clinical methods and treatment reflected nothing 
unorthodox from the Galenical point of view, and this 
seems particularly strange when we remember that he 
invoked the circulation of the blood to explain the 
clinical phenomena I have just mentioned. If the fetters 
of traditional belief with no basis but speculation were 


*Harveian Oration before the Royal College of Physicians of 
London on October 18, 1961. 


OF WILLIAM HARVEY* 


BY 
M.C., M.D., LL.D., F.R.C.P. 


too strong for so acute a mind it is not surprising that 
many others did not escape them in succeeding 
generations. 

My purpose on this occasion is to recall the slow 
and faltering progress during the two centuries that 
followed the publication of De motu cordis until, in 
the nineteenth century, the consummation of William 
Harvey is reached, the true value of his work recognized, 
and the measure of achievement assessed. 


In his oration of 1935 Sir Henry Dale* reminded us 
that in addition to De motu and De generatione Harvey 
contemplated a treatise on “ The causes, uses and organs 
of respiration.” Whether he ever wrote it we shall 
never know, for on the outbreak of civil war in 1642 
his rooms in Whitehall were looted and many of his 
papers were destroyed. In the seventeenth century 
accepted doctrine about respiration derived from 
Aristotle, who believed its primary function, like that 
of pulsation, was to mitigate heat engendered in the 
heart. In his introduction to De motu Harvey quotes a 
passage from a new book by Fabrizzi d’Acquapendente 
which runs, “since the pulsation of the heart and arteries 
is inadequate for the fanning and cooling of the blood 
nature has fashioned the lungs round the. heart,” but 
he is mainly concerned at this stage to make the point 
that what the earlier authors had written about systole 
and diastole of the heart and arteries had been penned 
with an eye upon the lungs. 

Harvey returns to the problem later when he asserts 
that “larger animals . . . can reasonably be described 
as overheated and hard put to it to get rid of the excess. 
So the hot blood is carried to and through the lungs 
to be tempered by the inspired air and to be freed from 
bubbling to excess.” To those who pointed out that 
anatomical studies had revealed no path by which the 
blood could pass through the lungs he replied that the 
liver was a much denser structure than the lung and 
no one doubted that large quantities of fluid from the 
alimentary tract could pass through it. He suggested 
also that judging by their naked-eye appearance lungs 
might well act as sponges sucking in the blood when they 
expanded with inspiration and squeezing it out as they 
contracted, and he drew an analogy between the forma- 
tion of streams and springs in porous earth and the 
collection of blood in the pulmonary vein after it had 
passed through the porosities of the lungs. 

Although he could not trace the precise path of the 
pulmonary circulation and, as he wrote to Jean Riolan, 
he had “ expended not a little of both time and effort 
in anastomosis exploring but never succeeded in finding 
vessels namely arteries with veins mutually connecting 
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by inosculation,”* Harvey remained convinced that the 
blood must pass through the lungs from the right 
ventricle to the left. ' 


The Work of Servetus 


He was not the first to express that opinion. Many 
years earlier—in 1543—Servetus had come to the same 
conclusion. In his book Christianismi Restitutio® there 
is this remarkable passage: “It [the vital spirit] is 
generated through the commingling which is effected 
in the lungs of the inspired air with the ... blood 
communicated from the right ventricle to the left. That 
communication does not, however, as is generally 
believed take place through the median wall (septum) 
of the heart but... the blood is driven by a long 
passage through the lungs.” Unhappily Servetus, after 
a dispute with Calvin about what my friend Lancelot 
Hogben has termed a matter of celestial arithmetic, was 
burned at the stake, and little evidence remains for final 
judgment on the claims put forward on his behalf as 
the precursor of Harvey in the problem of the circula- 
tion. Those claims do not appear to me to be well 
founded. In the first place Servetus never referred to 
the possibility of a systemic circulation, and his con- 
tention was that “ vital spirit ” could only be engendered 
in the left ventricle if the blood within it had first 
been “commingled” with inspired air in the lungs. 
His reason for that belief was the statement in 
Genesis ii, 7, that “The Lord God formed man of 
the dust of the ground, and breathed into his nostrils 
the breath of life ; and man became a living soul.” 


His brilliant intelligence enabled Servetus to work 
in theology and law, to lecture in Ptolemaic geography 
and astrology, to qualify in medicine at the University 
of Paris after sharing a prosectorship in anatomy with 
no less a person than Andreas Vesalius,* and he was 
concerned to show that the structure of the human 
body was so ordered that man might continue to 
absorb the breath of life (in theological language “ the 
immanent, animating force in the universe—the very 
being of God”)’ from the air around him to be 
fashioned into vital spirit in the heart, carried to the 
brain, and there converted to the anima or soul. His 
assertion that the blood passed through the lungs was 
based on theological conviction fortified by anatomical 
observation of the size of the pulmonary vessels and the 
impermeability of the “ median wall” of the heart. 
For this he deserves great credit, but it was a very 
limited contribution to the problem of the circulation as 
a whole. The reconciliation of theology with his work 
in natural science is in Servetus’s chapter on the doctrine 
of the Trinity and for heresy in this regard he suffered 
martyrdom. 

Malpighi’s Observations 


The path of the blood through the lungs was not 
revealed by the microscope until four years after 
Harvey’s death, when Marcello Malpighi, professor of 
medicine at Bologna, published De pulmonibus in 1661.° 
This book is in the form of two letters to Borelli, the 
remarkable mathematical physicist with whom he had 
worked for three years at Pisa. In the first Malpighi 
described the vesicular structure of the lungs and showed 
how the divisions of the trachea ended in air sacs. The 
second letter—under the heading “I see with my own 
eyes a certain great thing ”’—records observations on 
the lung of a living frog. ‘“‘ While the heart is still 
beating . . . the circulation of the blood is clearly laid 


bare ; and indeed the same may be even more happily 
recognized in the mesentery.” He goes on, “ By this 
impulse [the heart-beat} the blood is showered down 
in minute streams through the arteries after the fashion 
of a flood ... and... is poured out on all sides until 
it approaches the walls and angles and the absorbing 
branches of the veins. The power of the eye could not 
be carried further . . . hence I might have believed that 
the blood escaped into an empty space and was gathered 
up again by a gaping vessel.” But “ by the help of our 
more perfect microscope” it was clear that it was not 
so and the blood “ remained in ” vessels joining together 
in a ring-like fashion “ which formed a network con- 
necting the arteries and veins.” 


That great man, van Leeuwenhoek,° the attractive 
draper of Delft and janitor of the City Hall, confirmed 
Malpighi’s work, and for anatomical reasons there could 
no longer be any rational objection to the idea of the 
circulation. Even so, its influence on medical thought 
and practice remained slight; and perhaps not 
surprisingly. Medicine was dominated by the doctrines 
of humoral pathology. There were four humours— 
blood, phlegm, black and yellow bile—based on the 
Greek conception of four elements or principles of 
matter—earth, air, fire, and water. Corresponding with 
these elements were four qualities—hot, cold, dry, and 
moist. When later Galenic and Arabian speculation 
attributed degrees and varying proportions to these 
qualities the whole humoral system became so elastic 
that it could be used, in a manner convenient for 
pedantic display, to explain all sorts of observed 
phenomena, and the question whether the blood 
circulated or not seemed of comparatively slight 
importance. Some “obscure places” were, however, 
made clearer as Harvey hoped. In the seventeenth 
century little was known of the function of “ glands,” 
a term which then embraced the brain and nearly all 
the viscera with the exception of the heart and alimen- 
tary canal. Until it was proved that blood circulated 
through all the organs it was believed that it was carried 
to and from them by the veins and there was no clue 
to the way in which the secretions of the glands were 
formed. 

In 1643 Wirsung’® had described the pancreatic duct, 
and in a treatise based on lectures given to this College 
in 1652 Thomas Wharton gave an account of the duct 
of the submaxillary gland, but, while not denying that 
arterial blood provided material for the gland, he 
attributed its secretion to transfer of fluid from the 
nerves that entered it. 

Aware of these discoveries and of the work of Borelli 
on the kidney, of Glisson on the liver, and of Stensen 
on the conglomerate glands, Malpighi, by demonstrating 
the close relation of the capillaries with the tissues of 
these glands, made possible a much clearer and more 
accurate conception of the way in which their functions 
were discharged.'' To him belongs the credit for the 
first fruitful extension of Harvey’s work. Unfortunately 
the great Italian made no progress in the problem of 
respiration and believed to the end that its purpose was 
thorough mixing of the blood. 


Experimental Work 
Six years after the publication of Malpighi’s book on 
the lungs Robert Hooke!” demonstrated an experiment 
to the Royal Society. He showed that a dog could be 
kept alive without any respiratory movement. With the 
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thorax opened and after pricking the surface of the 
lungs to prevent distension it was only necessary to 
blow air continuously with bellows down the trachea. 
At the end of the experiment he asked “ whether 
suffering the blood to circulate through a vessel so that 
it may be openly exposed to the fresh air may not 
suffice (instead of lungs and breathing) for the life of 
the animal” ? Mixing of the blood could no longer be 
deemed the essential function of respiratory movement: 
what was needed was fresh air in the lungs, and normally 
this was supplied by the bellows action of the thorax. 
Richard Lower, who performed the first blood trans- 
fusion and in 1669 wrote a book on the heart which 
gave a more accurate account of its structure and nerve 
supply than any previously published, used Hooke’s 
experiment to prove that dark venous blood became 
bright red as it passed through the lungs so long as 
the flow of air down the trachea was maintained.** 
He drew the right conclusion that the change in colour 
was due to the blood “ deriving some quality from the 
air.’ But what was the “ quality ” so absorbed ? 
There has been much dispute about the contribution 
of John Mayow to this problem. He asserted that 
atmospheric air contained “a vital, fiery and in the 
highest degree fermentative spirit ”!4—the spiritus-nitro- 
aereus—and that it was this that was necessary for the 
burning of flames and the life of animals. In his lecture 
on the English Physiological School of the seventeenth 
century Sir Michael Foster wrote a panegyric of Mayow 
in 1901 and claimed that his spiritus-nitro-aereus was 
what we now call oxygen and that he ranks with the 
great scientists of the world. Professor Patterson’® 
examined the matter again 30 years later and records 
a totally different judgment. In his opinion Mayow 


was never an independent investigator ; he had merely _ 


reflected the thoughts and speculations of his contem- 
poraries, and there had been “an astonishing tendency, 
one might almost say a conspiracy . . . enormously to 
exaggerate the resemblance of Mayow’s views to our 
own; to read into his statements ideas that were by 
no means in his mind and to credit him with the 
discoveries and views of others.” Whatever the truth 
about Mayow his work had little influence; Foster’s 
generous eulogy lacks firm foundation and is like the 
fantastic claim made for the Epicurean, Lucretius, that 
he forestalled Pasteur in bacteriology because in his 
description of the plague in Athens he explained the 
nature of epidemics by the presence of countless atoms 
flying about that were poisonous and pestiferous.'® 


A Blow to a Doctrine 


Further progress waited on the development of 
chemistry. In the first half of the seventeenth century 
chemistry was very much what it had been in Alexandria 
before the dawn of our era. The doctrine of the four 
elements was accepted and the Alexandrian chemists 
believed that all substances were convertible or trans- 
mutable by suitable adjustments of their proportions. 
Their belief was fostered by several simple observations. 
Water when evaporated to dryness invariably left a 
powdery sediment, and this was taken to be an indication 
of the conversion of one element, water, into another, 
earth, under the influence of fire and heat. No account 
was taken of the possibility that the water might have 
contained earthy matter in solution or that the sediment 
might come from the vessel ia which it was boiled. The 
continuous growth of plants when regularly watered in 


a small amount of earth pointed in the same direction ; 
the water had been converted into the matter of the 
plant. Similarly when galena, a submetallic mineral 
lead sulphide, was roasted in air apparently pure lead 
was recovered, and this when further heated in a cupel 
(a porous dish made of bone ash) yielded a small button 
of silver, traces of which, as we now know, are 
frequently present in lead ores.17 From this came the 
stimulating thought that if he were clever enough a 
chemist might transmute base materials to gold, and 
alchemy for centuries absorbed the attention of too 
many able minds. 


It is questionable whether van Helmont (1577-1644), 
the mystical Belgian friar who took to medicine, should 
be credited with the first blow to the doctrine of the 
four elements. Boyle thought highly of him as “an 
author more considerable for his experiments than 
many learned men are pleased to think him,” and he 
certainly invented the word gas to denote the carbon 
dioxide produced by fermentation (he called it gas 
sylvestre). He failed, however, to distinguish CO, from 
a poisonous gas found in coal mines or in charcoal- 
burning ; to him the three seemed identical because they 
all failed to support combustion.'* Nevertheless the 
original notion that air was not an element may have 
come from van Helmont. 


‘Boyle’s Pursuit of Truth 


However that may be, there is no doubt that Robert 
Boyle was the first to attack the accepted doctrines 
effectively and to demonstrate their fallacies. This 
remarkable son of the Earl of Cork devoted wealth and 
energy throughout his life to the pursuit of truth, 
confident that “the goods of mankind may be much 
increased by the naturalist’s insight into trades,” among 
which, presumably, he included the practice of medicine. 
Boyle was tall of stature but slender, and his counten- 
ance pale and emaciated; “his constitution was so 
delicate that he had divers sorts of cloaks to put on 
and in this he governed himself by his thermometer.” 
His diet was simple and austere ; in youth he declined 
marriage on grounds of policy and in later life for 
philosophical reasons. Devoted as he was to the 
reformed religion, he refused to take orders because his 
influence on others would be greater if it were known 
that he was not paid to exercise it. In addition to his 
scientific activities he had the four Gospels and the Acts 
of the Apostles translated into the Malayan language, 
and he was a First Governor of the “ Corporation for 


propagating the Gospel in New England and parts 


adjacent in America,” whose charter with great pro- 
priety was granted by Charles II.?* 

The Sceptical Chymist or Chemical and Physical 
Doubts and Paradoxes touching the Experiments 
whereby Vulgar Spagyrists are wont to evince their 
Salt, Sulphur and Mercury to be the true Principles 
of Things—to give it its full title—was published in 
London (1661) soon after Harvey’s death. Obviously 
it was designed as a direct attack on the disciples of 
“Paracelsus and some few sooty Empiricks” who... 
“having their eyes darkened and. their brains troubled 
by the smoke of their own furnaces began to rail at 
the Peripatetick doctrine which they were too illiterate 
to understand and to tell the credulous world that they 
could see but three ingredients in mixed bodies.”?° 


But you do not read far in Boyle’s famous book 
before you discover that the Peripateticks with their 
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four elements are as much under fire as the Paracelsians 
with three. In the first dialogue Boyle defines his 
position. “I am of so diffident or dull a nature as to 
think that if neither of them can bring more cogent 
arguments to evince the truth of their assertion than 
are wont to be brought, a man may rationally enough 
retain some doubts concerning the very number of those 
_material ingredients of mixed bodies which some would 
have us call elements and others principles.” The 
Peripatetick case for the four elements is put by 
Themistius: ‘“‘ For if you but consider a piece of green 
wood burning in a chimney you will readily discern in 
the disbanded parts of it the four elements of which we 
teach it and other mixt bodies to be composed. The 
fire discovers itself in the flame by its own light ; the 
smoke by ascending to the top of the chimney and there 
readily vanishing into air, like a river losing itself in 
the sea, sufficiently manifests to what element it belongs 
and gladly returns ; the water in its own form boiling 
and hissing at the ends of the burning wood betrays 
itself to more than one of our senses; and the ashes 
by their weight, their fieriness and their dryness put it 
past doubt that they belong to the element earth.” A 
complete review of the theoretical arguments and 
experimental facts which Boyle marshals to demolish 
the accepted doctrine is beyond the scope of this address, 
but I mention a few. 


Why was it assumed that fire is “the genuine and 
universal resolver of mixt bodies” when we already 
know that other reagents such as aqua fortis can resolve 
them? Why was it believed that all the distinct 
substances obtained from a mixed body by fire were 
pre-existent in it in the forms in which they were 
separated from it ? 

Let it be conceded that substances separated from 
mixed bodies were their ingredients; yet the number 
of such substances is not always the same and some 
of them are resolvable into simpler substances. And 
the application of fire to a mixed body produced results 
which varied according to the manner in which the 
influence of the fire reached it; if guaiacum or blood 
were distilled, for example, the results differed from 
those obtained by burning. 

Finally, “ having thus finished his discourse against the 
received doctrine of the elements” he concludes “ that 
the experiments brought to demonstrate its truth do not 
evince what they are alleged to prove, and it may as 
yet be doubted whether or no there be any determinate 
number of elements or, if you please, whether or no 
all compound bodies do consist of the same number 
of elementary ingredients or material principles.” 


A New Conception 


Boyle did for chemistry what Harvey had done for 
physiology. He challenged accepted doctrine and 
substituted for it a new conception which later proved 
to be true. But despite his many contributions to 
knowledge after the publications of the Sceptical Chymist 
it seems doubtful whether he completely freed himself 
from the stranglehold of the four elements. He knew, 
for instance, that the calx formed when lead was heated 
in air weighed more than the original metal from which 
it came, but to the end he believed that the increase of 
weight was due to absorption of material from the fire. 
Although Boyle devised a _ successful method for 
collecting various forms of gas and studied their 
properties he always thought of them as different sorts 


of air. To him in the laboratory air and fire continued 
to be important elemental substances just as_ the 
Galenic hypotheses were the basis of Harvey’s clinical 
practice. 

Progress was slow, and slower than it might have been 
had not another speculative idea been introduced to 
explain observed phenomena. 

Conceived by Johann Becher in 1669 and expounded 
by his pupil C. E. Stahl,?! the phlogiston theory 
dominated philosophical thought for a century. All 
combustible bodies contained this mysterious principle, 
phlogiston ; when they burned phlogiston escaped, and 
the more of it they contained the smaller the residue. 
The process was deemed to be reversible. Thus when 
a metallic calx was heated with charcoal the phlogiston 
left the charcoal and was transferred to the calx to 
restore the metal to its original purity. The awkward 
fact that the metal then weighed less than the calx was 
dealt with by the assumption that phlogiston had a 
negative weight. The theory presented to chemists the 
same difficulty that Galenic natural and vital spirits 
presented to physicians when Harvey wrote De motu. 


The Prelude to Modern Chemistry 


The “ first gleam of understanding in this prevailing 
darkness *—to quote Dr. E. Ashworth Underwood??— 
came from Edinburgh in 1756, when Joseph Black wrote 
his M.D. thesis entitled “Experiments upon magnesia 
alba, quicklime and some other alkaline substances.” 


A student of William Cullen, Black was faced with 
the clinical problem that caustic alkalis had harmful 
effects when used in practice as solvents for stone, and 
he turned to magnesia alba as a possible substitute. 
He showed that when heated its weight diminished owing 
to loss of “ fixed air” (carbon dioxide) and that the 
difference between mild and caustic alkalis was due not 
to the presence of fire matter (phlogiston) but to the 
fixed air which he also found in the gas produced by 
fermentation and in air expired from the lungs. One 
of his large-scale experiments is worth notice. In the 
roof of a church sheltering a congregation of 1,500 
people he placed rugs moistened with caustic soda. At 
the end of a long service he proved that the caustic 
soda had become mild alkali, and he was eventually 
satisfied that air was not an element but a mixture of 
different gases. I mention this experiment not only 
as a tribute to his ingenuity but also to the piety of 
Scottish congregations which sustained services lasting 
10 hours, in an obviously ill-ventilated church.?* 


Henry Cavendish 


The stage was now set for the last scene of the drama 
which forms the prelude to modern chemistry. The 
principal actors were three—Henry Cavendish (1731- 
1810), Joseph Priestley (1733-1804), and Antoine 
Lavoisier (1743-94)—and they played their parts against 
the background I have sketched. Cavendish, who made 
the next step, was the grandson of the second Duke 
of Devonshire.2* His father, Lord Charles, was a 
scientist who earned the respect of Benjamin Franklin, 
and in the paternal laboratory Henry Cavendish began 
his career. Whatever his merits as a scientist, Lord 
Charles, by modern standards, was distinctly peculiar 
as a parent. At the age of 29 Henry became a Fellow 
of the Royal Society, but he had no independent income 
or allowance of his own and was compelled to ask his 
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father for the cost of every society dinner—and never | 


received more than five shillings, the exact price of the 
meal. 


His mother had died while he was an infant and 
Henry grew up to be a recluse. Tall and thin, with a 
squeaky voice, he wore the oddest clothes and was 
terrified of women. In middle life he inherited an 
enormous fortune and died one of the richest men in 
England. Changed circumstances did not affect his 
way of life ; his three houses were dedicated to scientific 
work and he dined invariably on a leg of mutton and 
usually alone. It is said that after a chance meeting 
with a housemaid he promptly had another staircase 
built in order that so unseemly an event should not recur. 
His published work established him in the first rank of 
scientists, and when he died in 1810 Sir Humphry Davy 
said that England had suffered no greater loss since the 
death of Newton. Cavendish’s contribution to Harveian 
fulfilment lay in his isolation of hydrogen (which he 
called inflammable air) in 1766 and in the later experi- 
ments by which he proved that when “423 measures 
of inflammable air . . . exploded with 1,000 measures 
of common air, almost all the inflammable air and 
about one-fifth part of the common air are condensed 
into the dew which lines the glass.” The accuracy in 
the circumstances is astonishing; he found the com- 
position of “ the dew” to be in the proportion of 2.03 
parts of hydrogen to one of that part of the common 
air we know as oxygen. 


Joseph Priestley 


Joseph Priestley was born in 1733 near Leeds.** 
From Batley Grammar School he went to the Dissenting 
Academy at Daventry to be trained for the Ministry. 
After a period of pastoral work in Suffolk he became 
a school-teacher, and in 1761 joined the staff of 
Warrington Academy as a tutor in languages. Work 
in the humanities did not conflict with his scientific 
interests, and each year he spent a month in London 
to meet other scientists, who were so impressed by his 
History of Electricity, that they elected him to the 
Fellowship of the Royal Society in 1766. Theology, 
however, was always his main pursuit, and he recorded 
the opinion that it is “ only a small part of their leisure 
that most men can be justified in giving to science.” 
fn 1767 he was appointed minister of Mill Hill Chapel, 
Leeds, and there in the course of the next six years 
he did a great deal of work in chemistry. His first 
interest was in the “fixed air” of Joseph Black. 


Priestley impregnated water with it, and the “ exceeding - 


pleasant sparkling water ” that resulted had in its early 
days an interesting history. It was known that fresh 
vegetables prevented scurvy in sailors and it was assumed 
that the medicinal value of the vegetables was due to 
the production of fixed air in the course of their 
fermentation in the digestive tract. Both this College 
and the Royal Society recommended the Admiralty to 
use fixed air as an antiscorbutic, and two battleships 


were fitted with apparatus to make what we now know 
as soda-water.”°® 


On leaving Leeds, Priestley was librarian to Lord 
Shelburne for some years before he went to Birmingham 
as a dissenting minister in 1779. Twelve years later his 
house was burned by a riotous mob whose fury had 
been excited by the welcome he and his friends had 
given to the dawn of the French Revolution. In 1794 


he emigrated to America, where he died. It is pleasant 
to recall that during his last years in Pennsylvania he 
enjoyed the friendship of Thomas Jefferson, who became 
President of the Republic in 1801. 


In chemistry Priestley was mainly concerned with 
different types of air. When he began three were 
known: common air, the fixed air of Joseph Black, 
and the inflammable air of Henry Cavendish. To these 
he added seven new ones by devising an improved 
technique for collecting gases. The experiment with 
which his name will ever be connected he described in 
1774. After directing the heat of the sun through a 
lens to a sample of mercuric oxide in a closed glass 
vessel over mercury he noticed “ air was expelled from 
it very readily. Having got 3 or 4 times the bulk of 
my materials I admitted water to it and found that it 
was not imbibed by it. But what surprised me more 
than I can well express was that a candle burned in 
this air with a remarkably vigorous flame,” and although 
he knew candles burned in a similar way in “ nitrous 
air ” which he had isolated two years earlier, he goes on, 
“T was utterly at a loss to account for it,” for he knew 
no nitrous acid had been used in the preparation of the 
mercury calx. In a similar experiment Priestley got the 
same sort of air from red lead, and in the following 
year tested its value in respiration. 


A mouse in a confined space survived longer in 
the new air than in common air, and he called it 
“ dephlogisticated ” because it appeared to absorb more 
phlogiston from the burning candle and from the mouse 
than common air. The fact that the new air was 
“eminently respirable” and capable of prolonging the 
survival time of a mouse in a closed space led to its 
use in clinical medicine. A book, Medicinal Use of 
Factitious Airs, by Dr. Thomas Beddoes and James 
Watt, the great engineer, was published in Bristol in 
1794. Its price was half a crown; it is bound in leather 
and there are 700 pages with beautiful illustrations. 
In the first part Beddoes reports clinical observations. 
Watt’s contribution deals with the design of machinery 
to produce the airs in quantity and the apparatus for 
their administration to patients. The engineer had a 
keen personal interest in the matter, for his son had 
pulmonary tuberculosis and he hoped factitious airs 
might help the boy. Thomas Beddoes, I remind you, 
discovered Humphry Davy, who, while employed as 
his assistant, discovered the anaesthetic properties of 
another factitious air—nitrous oxide—but unfortunately 
did not realize its importance. 


Priestley has been severely criticized for his failure 
to emancipate himself from the phlogiston theory and 
to draw the conclusion that his dephlogisticated air was 
an integral ingredient of mercuric oxide. Sir Oliver 
Lodge, the first principal of my university, said of him 
“in theory he had no instinct for guessing right such 
as the great men of science have had—an intuitive 
feeling for the right end; he may almost be said to 
have had a predilection for the wrong end”; and 
Huxley thought “he had no deeper comprehension of 
his own work.” In a critical paper, Sir Philip Hartog?’ 
has come to Priestley’s defence and has shown con- 
clusively that, whatever his deficiency in guessing may 
have been, Priestley’s attitude to scientific method was 
beyond reproach. Sir Philip-reminds us of Priestley’s 
statement, “ nature exhibits nothing but particulars ; all 
general propositions as well as general terms are artificial 
things . . . for the convenience of our conception and 
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memory,” and of his warning of “the danger of con- 
sidering a hypothesis too soon a fact.” In 1774 Priestley 
spent a month in France with Lord Shelburne. He did 
not find Paris congenial ; there were so many agnostics 
who did not hesitate to tell him that he was the only 
intelligent man they had met who professed to believe 
in Christianity.2° His reaction to these uneasy contacts 
is recorded in his Letters to a Philosophical Unbeliever. 
But in Paris he met Antoine Lavoisier, the man who 
was to find the key to these mysteries. 


Lavoisier 


Like Priestley, Lavoisier'® was a spare-time scientist, 
but his conception of spare time was liberal ; he worked 
in his laboratory from 6 to 9 in the morning and from 
7 to 10 at night. Professionally he was a sort of civil 
servant. Unhappily, as events proved, Lavoisier had 
purchased a share in the Ferme Générale, which paid 
an agreed sum to the Government for the right to collect 
taxes. The hatred that the Ferme inspired, and the 
personal enmity of Marat, whose scientific papers he 
had subjected to caustic criticism, led to Lavoisier’s 
execution during the Terror. 

When he met Priestley Lavoisier’s reputation as a 
scientist was established ; he had been elected a member 
of the French Academy six years earlier and his interests 
were wide. He had already exposed the fallacies of the 
theory of the transmutability of matter based on the 
recovery of earthy sediments when water was evaporated 
to dryness, and he had suggested the right solution of 
the problem of plant growth. In a memorandum of 
1773 he had written of the “ processes by which one 
can succeed in fixing air, vegetation, the respiration of 
animals, combustion, in some conditions calcination ; 
also some chemical changes,” and it was his meeting 
with Priestley and the account of dephlogisticated air 
that gave him the clue to the nature of combustion and 
the true explanation of the formation of water when 
Cavendish’s inflammable air was exploded in common 
air. 


During the next 20 years Lavoisier’s work laid the 
foundation of modern chemistry, and his attack on the 
phlogiston theory was decisive. Chemists, he wrote, 
had made it a vague principle, sometimes with weight, 
sometimes without ; never had it been precisely defined, 
and in consequence it might be adapted to explain any 
problem they wished. For phlogiston he substituted 
a clear conception of combustion. It never occurred 
save in the presence of oxygen (the name he gave to 
Priestley’s dephlogisticated air in the mistaken belief 
that it was essential to the formation of acids). Always, 
he added, there was, in combustion, absorption of this 
air, and the increase in weight of the total products of 
combustion was equal to the weight of the air absorbed ; 
heat and light were generated in the process. 


Of supreme importance to the consummation of 
Harvey’s work was Lavoisier’s conclusion that respira- 
tion was a slow form of combustion and that it was 
true “that the flame of life was lit when a child draws 
its first breath.” At the end of the eighteenth century 
the source of animal heat was thought to be the friction 
of the blood as it coursed through the vessels and the 
heart. For this Lavoisier correctly substituted the idea 


of slow combustion, but he went astray in fixing its, 


site in the lungs. He thought that pure air in the lung 
suffered a decomposition like that which took place 


in the burning of chareoal and that the heat set free 
was carried by the blood throughout the body. The 
wheel had come full circle. The lungs did not disperse 
heat engendered in the heart, as Harvey thought, but 
actually warmed the blood by a process of combustion 
prior to its circulation. 


Consummation of Harvey’s Work 


And there, after the death of Lavoisier, the matter 
rested for well-nigh 40 years. In 1812 Berzelius,”® 
Professor of Chemistry at the University of Stockholm, 
while investigating the composition of animal fluids 
noted the presence of considerable amounts of iron in 
the blood and suggested that it might be associated with 
the absorption of oxygen from the inspired air, but it 
was not until another 25 years had passed that Gustav 
Magnus?” faced effectively the problem of the presence 
of carbon dioxide in the breath expired in respiration. 
Was this gas really formed in the lungs (as Lavoisier 
and Seguin had thought) or did the venous blood already 
contain it when it reached the lungs and there set it 
free? He proved that there was more carbon dioxide 
and less oxygen in venous than in arterial blood but 
was puzzled by the fact that the two types of blood 
contained both gases. His final conclusion was tinged 
with admirable scientific caution. It was ‘“ very probable 
that inspired oxygen is absorbed in the lungs and carried 
away by the circulating blood in such a way that it 
permits an oxidation in the capillaries with the forma- 
tion of carbon dioxide. I say probably because we can 
not be sure that the expired carbon dioxide is 
replaced by an exactly equal volume of oxygen and 
therefore it is still possible that some may be formed 
in the lungs.” 

In 1872 E. F. W. Pfliiger,*® Professor of Physiology 
at Bonn, finally proved that nearly all oxidation occurred 
in the tissues and not in the blood-stream, and there it 
seems to me we reach the full consummation of William 
Harvey’s work—more than 250 years after his statement 
in a Lumleian Lecture to this College “that the move- 
ment of the blood is constantly in a circle and is 
brought about by the beat of the heart.” At long last 
the chief purpose and significance of the circulation 
had been revealed. , 

You may feel, “excellent doctors” (for so Harvey 
addressed your predecessors when he described his new 
concept “of the heart’s movement and function of the 
blood’s passage round the body”), that I have placed 
too much emphasis on the contribution of the chemists 
to the completion of the structure of which he laid the 
foundation. It is true, of course, that in the two and a 
half centuries that separate Harvey from Pfliiger many 
other “obscure places” had been made clearer by 
studies remote from chemistry and in the field of 
medicine. In his oration of 1928 Sir Humphry Rolleston 
gave an admirable summary of the progress made in 
normal and morbid anatomy and by clinical observation. 

The first treatise on diseases of the heart was published 
by J. B. de Senac in 1749; even earlier Albertini, of 
Bologna, had associated palpitation and dyspnoea with 
cardiac disorder. In 1728 Lancisi’s book On the Motion 
of the Heart and Aneurysms was published, but incon- 
testably the greatest contribution came from Giovanni 
Battista Morgagni (1682-1771), Professor of Anatomy 
at Padua,** where William Harvey had learned from 
Fabricius of the valves in the veins a hundred years 
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before. De sedibus et causis morborum (1761) was, of Harvey’s work I am conscious of a slight feeling 


published in Latin when he was 79, and he lived to see 
several reprintings before he died in his ninetieth year. 
There are five books in this great work descriptive of 
“Disorders of the Head, the Thorax, the Belly, the 
Chirurgical and Universal Disorders and, finally, of 
such things as may be added to the former books.” 
The whole is made up of a series of letters to an 
intimate friend in which Morgagni records over 700 
necropsies he had either conducted himself or witnessed. 
What was entirely new was his careful and elaborate 
clinical history of each patient and his endeavour to 
relate symptoms and signs to the pathological changes 
found after death. Not unnaturally he made mistakes, 
but he paved the way for the rapid progress that 
followed. 


Morgagni realized more clearly than others had done 
before him that although a morbid process might be 
established principally in a particular organ its effects 
might also be widely diffused through the body. In his 
preface there is this notable passage: “As there are very 
few diseases especially if of any long continuance to 
which some other disorder is not joined . . . for this 
reason every observation of such a disease after having 
been given under the head whereunto it particularly 
belongs ought without doubt to be made mention of 
under other heads to which it likewise relates in some 
measure.” For humoral pathology he substituted the 
idea of the location of diseases in organs. I have 
browsed in the English transiation by Benjamin 
Alexander, M.D., which was printed in London in 1769 
and found in it a pleasure akin to that I felt on first 
reading Pepys’s diary. 

Not only do Morgagni’s letters record daily activity 
of much interest but they also reveal curious facets of 
his personal attitude and character. He was a patrician 
and something of a snob. His satisfaction in describing 
the subjects of his necropsies as “ potentates of distinc- 
tion” or “ bishops of eminence” is obvious, but when 
he found a curious abnormality in the chest of a woman 
and tells.us that he inquired whether her relatives were 
similarly affected he is careful to point out that he did 
not often undertake work of that kind in the case of 
common people. His influence in England is to be seen 
in the careful note-taking of Heberden’s Commentaries 
(1802) and his description of angina as a disorder of 
the heart. At about the same time Pitcairn and Jenner 
recognized the association of rheumatic infection with 
valvular disease. A little earlier Withering had intro- 
duced the foxglove as a remedy for dropsy. Although 


he did not distinguish dropsy due to cardiac failure from © 


other types, Withering knew that his new drug was most 
effective when it was used in cases with the irregular 
pulse we now attribute to auricular fibrillation. 
Important as these things were, and others like them, 
they do not transcend in significance the elucidation 
of the problems that Harvey faced when he became 
convinced that the heart and circulation were the basis 
of life, and it was the chemists who proved the truth 
of his inspired vision when they showed that the cells 
of the organs and tissues depend on an adequate 
capillary circulation for all their vital activity. 


Conclusion 


In telling in broad outline the story of the discoveries 
that led in the course of 250 years to the consummation 


of unease, for in childhood I learned from a stern 
Calvinistic governess that all stories should have a 
moral. In the one I have set before you to-day there 
may be two. First, that the only sound basis for 
medicine is natural science and the scientific method 
and, although we are compelled at times by ignorance 
or necessity to determine our course by empirical 
experience, we must never permit ourselves to attribute 
overmuch importance to it. The second is the danger 
of unquestioning belief in accepted doctrine. The four 
elements, the humours, and the phlogiston theory, based 
on nothing more than speculation, impeded progress 
in the development of Harvey’s work and in natural 
science as a whole. This danger is probably not as great 
as once it was. One of the disconcerting experiences 
that physicians of my generation have suffered is the 
lapse of authority. When I was young senior members 
of a hospital staff spoke with the voice of God in the 
manner of the House of Lords interpreting the law. 
Now we know that our judgments may at any moment 
be set aside by a scientist working in a laboratory. 
That has proved a wholesome discipline, and we must 
see that it is applied in all fields of our activity. In 
most I think it is, but there are still some in which a 
battle of creeds usurps the place of the scientific 
method which Harvey first established in medicine. 


In the preparation of this address I have had much help 
from Miss Margaret Russell, M.A., and her staff in the 
Barnes Library of the Birmingham Medical School. 
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The Retinal Changes 


Helmholtz introduced the ophthalmoscope in 1851, and 
Sir Stewart Duke-Elder tells me that. the first of all 
international medical congresses was called together 
by ophthalmologists in 1855 to discuss the significance 
of the dramatic retinal appearances revealed by this 
instrument. In the last generation excellent clinical 
descriptions and correlations of hypertensive retinopathy 
have been made by Foster Moore (1917), Leishman 
(1957), and Wagener (1961). For the most part, how- 
ever, the literature remains clinically descriptive until 
we come to the more elaborate techniques of ophthalmic 
pathology developed by Professor Ashton, with whose 
co-operation Mr. David Hill and my colleague Dr. Colin 
Dollery have embarked on a further study. 

Crushing, kinking, and displacement of veins under 
the arteries result from thickening of the arterial wall. 
Points of narrowing on the arteries have often been 
ascribed to spasm, and segments between the narrowed 
points have been called “blow outs” comparable to 
diffuse or fusiform aneurysm formation on these small 
vessels. Serial retinal photographs, however, demon- 
strate that relief of hypertension by hypotensive drugs 
or even cure of the disease by nephrectomy is not 
followed by any demonstrable change in the blown-out 
sausage-like segments of arteries, while the uarrowed 
parts remain constant and unchanged. Spasm therefore 
seems to be very unusual in a localized form at least: 
changes in calibre must be due to actual anatomical 
narrowing which persists in a particular situation. 
Narrowing over considerable lengths of the retinal 
arteries is often quoted as evidence of spasm, especially 
when it is associated with the reduction of the ratio 
of arterial to venous diameter. When such arteries are 
measured by a micrometer eyepiece, however, it is found 
that the narrowing is mainly an optical illusion due to 
decreased visibility of the artery in a background of 
retinal oedema. This retinal oedema, which may also 
involve the disk, may be associated with some passive 
distension of the veins, which in turn become wider, 
thus altering the artery/vein diameter ratio. Treatment 
of hypertension is followed by subsidence of the oedema, 
restoration of the vein diameter to normal, and, of 
course, restoration of the artery/vein ratio to normal. 
The artery itself becomes more visible and appears 
wider, but no consistent widening or narrowing is 
demonstrable by measurement. 

Most of the observed changes in the retinal arteries 
therefore seem to be anatomical. Empty retinal arteries 
can of course shrink to threads, as we are all aware, 
when the central retinal artery becomes occluded. It 
is perhaps worth emphasizing at this point that we have 
not yet extended these observations to the retinal vessels 
in acute nephritis and eclampsia, in which retinal arterial 
spasm is often mentioned. 


*The second of two Croonian Lectures delivered before the 
Royal College of Physicians of London on May 9 and 11, 1961. 
The first was publis in last week’s issue. 


The Exudative Lesions 


Hard white exudates are not the residua of healed 
soft exudates but are quite different in character. 
They may appear simultaneously with or after the 
disappearance of soft exudates, but they tend to occur 
in previously unaffected parts of the retina quite 
unrelated to visible antecedent retinitis, and are often 
best seen between the macula and the papilla. They 
consist of fat-laden macrophages resulting from retinal 
damage. 

Soft Exudates 

It is well recognized that an occluded arteriole in 
the retina is often marked by a white line, and in the 
area which it supplies patches of mixed soft exudate 
and haemorrhage develop. The pathology of such 
patches of pallor and red-cell diapedesis is reminiscent 
of the pallor and surrounding haemorrhage familiar 
enough in infarctions elsewhere in the body. Although 
ischaemia therefore can have some part to play in the 
production of such appearances, the genesis of the 
cotton-wool exudates in severe hypertension is probably 
unrelated to any local obstruction of a definable vessel. 
On histological examination they consist of swollen 
fibres of the nerve-fibre layer of the retina (“ cytoid ” 
bodies), and on injection of the retinal vessels the 
patches are entirely avascular (Ashton, 1959). The 
pattern of avascularity within the lesion, however, bears 
no relation to the field supplied by any single retinal 
vessel, and often the “ block” appears to affect a large 
number of small pre-capillary vessels running radially 
inwards to the ischaemic area. When the swollen nerve 
fibres are removed by tryptic digestion the underlying 
capillaries are clearly visible, intact but collapsed. 

Followed by serial retinal photography, the developing 
soft exudates show almost kaleidoscopic changes. The 
exudate appears like a swelling cloud, pale in the centre 
and pinkish in the periphery, with an ill-defined edge 
growing larger and more densely white in a few days. 
When present in an angle between blood-vessels it 
pushes these vessels apart, and later, when it clears up, 
the vessels come closer together again. While blood- 
pressure reduction may lead to ultimate healing and 
clearing of these lesions they do not respond immedi- 
ately to pressure-lowering, but may continue to appear, 
and even to develop, in new situations while vanishing 
elsewhere. 


My colleague Dr. G. F. Joplin has demonstrated 
unilateral changes of hypertensive neuroretinopathy in 
a patient with malignant hypertension, the other retina 
escaping damage, as the internal carotid artery was 
occluded on that side. Necropsy later confirmed the 
diagnosis. High pressure in the retinal vessels therefore 
must be an important and decisive factor in the genesis 
of retinopathy. As the pressure in the retinal arteries 
falls away towards the periphery of the retina this may 
play some part in determining the central location of 
retinitis. Swelling of the retinal fibres is surely the 
consequence rather than the cause of local capillary 
ischaemia, and soft exudate may in fact be likened to 
a weal inducing pressure collapse of the capillaries in 
its centre. The accompanying haemorrhages may in 
fact be due to diapedesis of red corpuscles from similar 
capillary leakage, and the occasional presence of micro- 
aneurysms round soft exudates may be another mani- 
festation of capillary injury to the minute vessels. 
Ashton has demonstrated that disappearance of the soft 
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patches is accompanied by re-establishment of a normal 
capillary pattern within the area—a further indication 
that local anatomical (for example, thrombotic) vascular 
obstruction is an unlikely causal mechanism. 


The idea of exudation from the capillaries of the 
retina may also be in keeping with the more general 
oedema of the whole retina or of the nerve head as a 
more widespread manifestation of the same disorder. 
The injected nerve head from patients with papilloedema 
and malignant hypertension shows a greatly dilated and 
tortuous capillary network. 


In their extreme form these exudative lesions in the 
retina show a remarkable correlation with, and are 
accurately diagnostic of, a rapidly fatal course, with 
the development of the most severe exudative and 
endothelial proliferative vascular lesions in the kidney 
in malignant essential hypertension (Kincaid-Smith 
et al., 1958). Such severe vascular lesions in the same 
patient certainly invite comparison, and the old name 
*‘albuminuric retinitis” is by no means inappropriate. 
The endothelium of small blood vessels is certainly 
liable to injury in malignant hypertension. It reacts by 
proliferation in the interlobular renal arterioles ; fibrin 
leakage may be responsible for fibrinoid material in 
arteriolonecrosis ; red cells and fluid may exude in the 
retina, causing soft exudative lesions, while papilloedema 
appears when these lesions are most extensive and 
severe ; retinal microaneurysms indicate damage to 
minute vessels ; albumin and fibrin leak into and through 
the renal glomeruli, and proliferative glomerulitis is 
common. 

Malignant Hypertension 

The close correlation of papilloedema and severe 
retinitis with the pathological and clinical course of 
malignant hypertension leads on to a consideration of 
some recent observations on this complication. There 
is no reason why the characteristic pathological vascular 
exudative changes should be confined to the kidney and 
the retina. The latter, after all, is a visible extension 
of the brain. Elevated cerebrospinal-fluid pressure, 
though common in severe neuroretinopathy, is an 
inconstant feature. Other arguments have been pre- 
sented elsewhere why high cerebrospinal-fluid pressure 
cannot be accepted as the cause of papilloedema 
(Kincaid-Smith et al., 1958). It may be better to regard 
elevated cerebrospinal-fluid pressure as an occasional 
parallel manifestation of a similar exudative angiitis in 
the brain. The cerebrospinal fluid often has an 
increased protein content, and occasionally cerebral 


oedema with certain other features of vascular patho- 


logical change (Scheinker, 1948) and minute brain 
haemorrhages (Rosenberg, 1940; Hudson and Hyland, 
1958) are demonstrable at necropsy. Small haemor- 
thages in the facial nerve were demonstrated by Moxon, 
of Guy’s Hospital, in 1869 and held to account for the 
lower-neurone facial palsy which is a well-recognized 
complication of severe hypertension. Moxon, indeed, 
compared these lesions to the fundal haemorrhages with 
which he was then familiar. 


I should make it clear at this point that the 
majority of attacks of local transient cerebral ischaemia 
(encephalopathy) which tend to recur in the same 
pattern in the same affected individual result most 
commonly from organic narrowing of some part of 
the vascular supply of the cranial contents. These 
attacks may also be a consequence of an actual occlusion 


Cc 


of the cerebral vessels with temporary inadequacy of 
collateral supply, as Pickering (1948) has emphasized. 
It is now a matter of widespread and somewhat 
chastening experience that overenthusiastic blood- 
pressure reduction may bring about a repetition of these 
ischaemic episodes, which unfortunately may not always 
be transient. 


The vascular lesions of malignant hypertension are 
commonly ascribed to the effects of a greatly elevated 
intravascular pressure, and certainly they can be induced 
by the vascular damage of mechanically applied pressure 
(Byrom and Dodson, 1948; Masson ef al., 1951). 
Wilson and Byrom’s (1939) beautiful experiment, 
showing protection of renal vessels beyond a Goldblatt 
clip while the other kidney was affected by severe lesions 
resulting from its exposure to the high pressure, seemed 
to put the matter beyond argument that some critically 
high level of arterial pressure was a decisive factor in 
the production of this form of vascular pathology. 
Our own observations on reversal and healing of these 
lesions by therapeutic pressure reduction also support 
the importance of the mechanical pressure factor. We 
should never forget, however, that while reactions of 
individual tissues to injury follow a standard histological 
pattern this does not permit precise identification of 
the damaging agent. That some other or additional 
injurious factor may be at work in the severe arterial 
lesions of malignant hypertension is suggested by the 
following observations: 

1. The pressure range in malignant hypertension is not 
always higher than that seen in severe “benign” hyper- 
tension. Some patients, especially with nephritis, may 
develop malignant hypertension with arterial systolic 
pressures under 200 mm. Hg. 

2. In Goldblatt experiments in rabbits Fleming (1953) 
showed that the severe arterial lesions of malignant hyper- 
tension occurred only in these animals dying with uraemia 
due to secondary renal damage. Those which escaped this 
mode of death but with equally high pressures did not show 
the lesions. 

3. The lesions of microscopic polyarteritis in the pre- 
glomerular arteries of the kidney are barely distinguishable 
from the lesions of malignant hypertension. 

4. Males are more liable to this disorder than females 
in spite of greater frequency of long-lasting and higher 
arterial pressures among the latter. 

5. Malignant hypertension is very rare after the age of 
65 in spite of the frequent incidence of very high pressures 
at this time of life. 

At this stage I should like to interpolate two 
illuminating recent clinical experiences: 


Case 1 


A male art teacher had passed two insurance examina- 
tions when aged 36 and 38, being accepted as a first- 
class life. In 1951, at the age of 40, he presented with 
vague shoulder pains and was in an anxious state because 
his father had recently died of coronary disease. On 
examination his B.P. was 210/150 with grade III retinitis. 
There was mild albuminuria: pyelography showed normal 
renal shadows. He was treated intermittently with ganglion- 
blocking agents, including hexamethonium and pentolinium 
injections and later mecamylamine. However, his artistic 
temperament made him suspicious of doctors, and from 
time to time he abandoned treatment, resorting to nature 
healers, herbalists, or diets recommended by his friends. 

In April, 1959, his B.P. was 280/190, albuminuria was 
1.5 g./litre, and blood urea was 49 mg./100 ml. He 
developed hypertensive encephalopathic seizures, with 
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dysphasia, right facial weakness, and right hemiparesis. 
Bretylium tosylate was given to reduce his pressure, but 
within two months the hypertension was again completely 
out of control. Encephalopathic attacks recurred. In 
August, 1959, his serum potassium was ranging from 2.6 
to 3.6 mEq/100 ml. Treatment was continued with pempi- 
dine, but drastic pressure control was not attempted on 
account of his recurrent cerebral ischaemic episodes. In 
September, 1960, grade IV _ neuroretinopathy became 
apparent, and later that month he suddenly became deeply 
comatose, with dilated pupils and fresh fundal haemor- 
rhages. He died on September 24, aged 49, the terminal 
event being pontine haemorrhage. 

At necropsy the kidneys were slightly but equally 
shrunken without recognizable differences on the surface. 
He had severe stenosis of the right renal artery due to 
organization of old mural thrombosis, but the left renal 
artery had a good lumen. Microscopical examination of 
the kidneys showed to an equal degree in both the 
characteristic changes of malignant hypertension—that is, 
proliferative endarteritis and widespread fibrinoid arteriolo- 
necrosis. 

Comment.—Occlusive changes in the right renal 
artery had probably been responsible for the entire 
development of severe hypertensive disease, beginning 
in this patient at the age of 40. A fully developed 
malignant phase was clinically recognizable only in the 
last few weeks of life. The arterial changes of florid 
malignant hypertension were equally distributed in 
both kidneys in spite of a very pronounced narrowing 
of one renal artery. It is also notable that there was no 
inequality of size of the two kidneys either radiologically 
or at necropsy. 


It is widely held that narrowing of a renal artery as 
in the Goldblatt experiment will protect the kidney on 


Fic. 3.—Gase 2. Injected kidneys. Contrast the narrowing and tortuosity of the 
arteries in the shrunken lower poles with the straight tapering vessels in the 


upper poles. 


that side from the damage of the excessively high 
pressure which results. It is noteworthy, however, that 
Wilson and Byrom (1941) did comment that removal 
of the unclipped kidney might be followed by the 
development of malignant hypertensive lesions on the 
clipped side: they assumed that this finding resulted 
from further elevation of the blood-pressure after the 
second operation. It is apparent that the protective 
influence of renal artery narrowing is incomplete. 


Case 2 


A married woman aged 45 developed a pelvic mass in 
January, 1958. At that time her B.P. was 180/110. In 
February, 1958, an extensive removal of uterus, tubes, and 
ovaries was carried out for a papillary cyst adenocarcinoma 
invading the adjoining pelvic organs. During February and 
March, 1958, she was treated by extensive radiation to the 
abdomen, receiving 3,125 r. In February, 1960, her B.P. 
was 195/110; a further secondary mass had developed in 
the pelvis and further radiation was given with a mean 
tumour dose of 4,500 r. In June she complained of severe 
headaches and mistiness of vision, and hypertensive retino- 
pathy due to malignant hypertension was diagnosed at 
Moorfields Hospital. 

On examination her B.P. was 265/145 with gross bilateral 
papilloedema, haemorrhages, and exudates in the retinae. 
Albuminuria was heavy (2.4 g. in 24 hours); blood urea 
85 mg.; Hb 6.1 g./100 ml. Radiological examination of 
the renal areas showed both kidneys to be slightly reduced 
in size, about 10.5 cm. in length. Blood-pressure was 
reasonably well controlled and heart failure subsided 
particularly after guanethidine and hydrochlorothiazide. 
The retinitis improved and blood urea remained about 
60 mg./100 ml. She was discharged home at the end of 
July, but early in October she died in a nursing-home. 

At necropsy widespread abdominal 
secondaries from the malignant ovarian 
tumour were found. The lower poles of 
both kidneys which had lain in the irradia- 
tion field were shrunken. Injection of the 
renal vessels showed narrowing and tortuo- 
sity of the arteries in the lower segments of 
both kidneys (Fig. 3). The arteries in the 
upper parts of both kidneys were of normal 
calibre or showed no more than the changes 
of benign hypertension (Fig. 4 B). In the 
lower poles there was considerable intimal 
cellular proliferation (Fig. 4 A) and extensive 
arteriolonecrotic lesions. The shrinkage of 
the kidneys in the lower poles was due to 
tubular atrophy. 

Comment.—This case illustrates the 
influence of the damaging role of x rays, 
which has recently been studied experi- 
mentally by Wilson et al. (1958) and by 
Asscher et al. (1961). There is no doubt 
that radiation injury to the vessels was 
the factor precipitating and localizing 
severe malignant hypertensive changes in 
the lower poles of the kidneys. Jn spite 
of the gross elevation of pressure, how- 
ever, the vessels in the upper poles were 
virtually unaffected. The importance of 
vascular damage by agencies other than 
mere elevation of arterial pressure in 
producing the most severe manifestations 
of malignant hypertensive vascular 
disease is clearly illustrated. The renal 
vessels, undamaged by radiation but 
exposed to an extremely high pressure, 
were unaffected. 


° 
1 Fic. 4.—Case 2. (A) From lower radiated pole, — proliferati 
a: of malignant hypertension. (B) Corresponding upper pole artery, sh 
see vessel wall. (Both vessels contain injection material. x3 
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Hypertensien and Atherosclerosis 


There is a widespread belief that atheroma and 
severe sclerotic changes in the arteries are precipitated 
or at least made worse by hypertension. The inter- 
relations of the two disorders are indeed intimate, but 
it is also certain that extensive atherosclerotic changes 
may be present without hypertension. On the other 
hand, we realize that occlusive disease in the renal 
vessels may be a factor precipitating the development 
of hypertension. The other side of the story, however, 
is not at all clear. Those who hold that hypertension 
promotes atherosclerosis should find answers to the 
following : 

1. We recognize that hypertension is more frequent and 
runs at a higher level in women than in men for longer 
phases of their lives and yet occlusive arterial disease is 
commoner in men than in women. Similarly, a high 
incidence of hypertension in some African populations is 
accompanied by a low incidence of coronary occlusion. 

2. Malignant hypertension (mainly of renal origin) in 
subjects under the age of 35 is rarely accompanied by any 
severe atheromatous or occlusive arterial disease beyond 
that seen in controls in the same age range. Indeed, 
coronary occlusion is an unusual cause of death in malignant 
hypertension. 

My own thoughts on the subject have been substan- 
tially changed by recent studies on the blood-vessels 
of the lungs. In mitral stenosis when the pressure in 
the pulmonary artery is grossly elevated it is found that 
the arteries at the apices of the lungs are normal or 
even wider than normal, while the arteries in the lower 
halves of the lungs develop marked thickening of the 
walls, atheroma, and narrowing of their lumina. This 
uneven distribution of arterial disease does not occur 
in the other tynes of pulmonary hypertension, particu- 
larly those associated with left-to-right congenital shunts 
(the so-called Eisenmenger syndrome). These observa- 
tions make an_ illuminating exercise in vascular 
pathology. Work with an oxygen isotope by Dollery 
and West (1960) has revealed that pulmonary blood 
flow is very much slower through the narrowed vessels 
at the base of the lungs than through the apices. 


Without presenting all the arguments which are ably 
discussed by Harrison (1958-9) it would appear that 
elevation of pressure in the pulmonary veins in mitral 
stenosis is obviously greater, as a result of gravity (by 
10 mm. Hg), at the bases than the apices of the lungs 
and that these elevations of venous pressure probably 
lead to local arterial constriction in the bases, with 


consequent retardation of flow in this situation. In the 


severe pulmonary hypertension of: mitral stenosis the 
gravity-pressure difference (10 mm. Hg) between arteries 
at the bases and the apices is of less proportional 
significance. It seems likely that the mechanisms 
involved in this local retardation of flow may be much 
more important in precipitating the atheromatous 
changes which develop in the lower zones of the lungs 
in mitral stenosis. It is neither possible nor relevant 
to extend this argument here except to indicate that 
elevated arterial pressure may not be as important in 
the genesis of atheroma as has been thought, and that 
we cannot neglect the lessons offered by this long-lasting 
experiment of nature in a human disorder. 


Conclusion 


Hypertension is no more a disease entity than a skin 
rash, a fever, or an anaemia. The disorder is multi- 


factorial in origin; Page (1960) described it as a 
“mosaic.” The possible role of various definable 
agencies has been the subject of these lectures. The 
mechanisms are obviously widely varied, interacting 
in varying degrees in the different clinical types (Fig. 5). 


VASCULAR RENAL ENDOCRINE NEUROGENIC 
COARCTATION NEPHRITIS PHAEOCHROMOCYTOMA — BULBAR POLIO 
POLYARTERITIS CUSHING’S GUILLAIN-BARRE 
PYELONEPHRITIS HYPOTHALAMIC 
TUMOURS 
RENAL ARTERY ALDOSTERONISM ? BRAIN STEM 
STENOSIS > < ISCHAEMIA 
AMYLOID 
WILMS'S TUMOUR DYSAUT! 
(LEFT VENTRICULAR 
FAILURE) (ACUTE NEPHRITIS) (CORD LESIONS) 
(PREGNANCY) 
RECTANGLES = FAMILIAL BRACKETS = TRANSIENT 


Fic. 5.—Clinical aetiological associations of hypertension. 

Arrows indicate interrelations of yo. Renal artery stenosis 

can lead to renal hypertension and also to aldosteronism, which 
in turn may damage the kidneys. 


It is obvious also that the factors at work may undergo 
quantitative or qualitative change at various stages even 
in the same patient. Essential hypertension passing 
through to a malignant phase may thus involve some 
unknown primary humoral disturbance complicated by 
well-marked neurogenic influences in the early stages. 
later involving renal factors, aldosterone secretion, 
electrolyte disturbances, and severe vascular exudative 
lesions. Clinical or laboratory data on “ hypertension” 
can be vitiated or confused by failure to indicate clearly 
the type of patient under study and the accompanying 
definable disturbances. 

Apart from ideas on incidence, population studies 
have not so far yielded any generally acceptable con- 
tribution to the problems. In a group of disorders 
sharing the common abnormality of high arterial 
pressure developing in a gradual and phasic manner, 
an overlap with the normal range is readily explicable, 
while the hypertensive end of the population distribu- 
tion curve is being continuously depleted by death. 
Furthermore, by limiting such studies merely to 
random pressure readings, underlying factors of great 
aetiological significance may readily be overlooked. 
Our 12-hour continuous recordings show how unrepre- 
sentative random pressure readings may be and how 
unprofitable the debates about digit preference in such 
a labile biological measurement. 


Inheritance is also difficult to judge until we have 
defined more precisely what is inherited. A few familial 
groups are marked in Fig. 5. A gouty family was 
recorded by Duncan and Dixon (1960) in which some 
members had hyperuricaemia and renal hypertension 
without overt gout. In our own malignant hypertension 
series (Kincaid-Smith e al., 1958) a family history was 
just as prominent in the nephritic and pyelonephritic 
group as in the essential cases. Familial dysautonomia 
(Riley-Day syndrome: Riley, 1957) is a neurogenic 
group. We have only to compare the familial coagula- 
tion defects now being separated into haemophilia, 
Christmas disease, von Willebrand’s syndrome, etc., to 
realize how far we must go in defining heritable factors 
in hypertension. 


Detailed clinical study must dominate and guide 
our laboratory and experimental approaches. Some 
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laboratory methods of production of hypertension may 
have no obvious clinical counterpart and may be largely 
irrelevant to the human problem. On the other hand, 
the problems of pulmonary hypertension may illuminate 
similar problems in the systemic circulation. There are 
hosts of clinical problems in need of detailed study and 
solution. Why does an apparently mild myocardial 
infarction often abolish or reduce hypertension ? Speed 
of cardiac ejection may contribute substantially to the 
development of impedance in a pulsating flow system. 
In pregnancy hypertension, what is the relationship of 
bacilluria and “ pyelitis” of pregnancy? And how 
much of the pathology of toxaemia is related to the 
glomerular lesions demonstrated on renal biopsy by 
Pollak and Nettles (1960) ? Sometimes surgical removal 
of a defined cause of hypertension cures promptly, 
sometimes it merely alleviates (coarctation), and some- 
times the cure takes many months (Cushing’s syndrome). 
Occasionally even malignant hypertension can vanish 
spontaneously: has a partially occluded renal artery 
become recanalized ? 


If the St. Mary’s survey (Hamilton et al., 1954) is 
correct, about 13% of the adult population have systolic 
blood-pressures over 160 mm. Hg. The problems before 
us are substantial, but they will repay direct and detailed 
attack in proportion to the resources we can devote to 
them. New ideas and methods of approach are with 
us in good measure, and both facilities and resources 
should be increased to match our opportunity. 


I appreciate the unstinted help of past and present 
colleagues, especially Drs. Colin Dollery and Michael 
Harington and Professors Norman Ashton and Malcolm 
Milne. The references are mainly recent useful key articles 
or based on personal experience. It would be impossible to 
quote all the voluminous literature from which many of the 
concepts are derived: to the many unmentioned contributors 
I also make my acknowledgments. 
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The Ministry of Works has offered a substantial grant 
towards an appeal fund which is being launched for the 
restoration of St. John’s Hospital, Coventry. The hospital 
was founded in the mid-twelfth century under the patronage 
of the Benedictine priory there, and the present building 
was probably erected in the second quarter of the fourteenth 
century. 
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Guanethidine (“ismelin”), a potent hypotensive drug, 
is being increasingly employed in clinical practice (Page 
and Dustan, 1959 ; Dollery et al., 1960), and knowledge 
of its circulatory effects on the various manifestations 
of hypertension is essential. In this preliminary report 
we record the effects of intracardiac guanethidine on 
the cardiae output and circulatory dynamics in seven 
patients with hypertensive heart failure. They were 
studiéd as a preliminary to the proposed oral treatment 
with guanethidine. We also report the clinical response 
to guanethidine of these seven and another four 
unstudied cases of hypertensive failure treated for two 
to six months. 
Material and Method 


The clinical details of seven studied and four unstudied 
patients are outlined in Table I. Only those patients 
who had a basal supine diastolic pressure of at least 
110 mm. Hg, and who did not receive any hypotensive 
or anticongestive therapy for the preceding 10 days, 
were included in this study. To avoid delay in starting 
guanethidine therapy the seven patients selected for 
haemodynamic study were catheterized within 24 hours 
of admission. 

The seven patients were studied by right heart 
catheterization in the resting supine position. The 


monitoring of the arterial pressure. The right heart 
and brachial arterial pressures were recorded through 
Statham P23Db strain gauge manometers, on a four- 
channel single-gun photographic system. Baseline for 
all pressure measurements was taken as half the chest 
thickness at the second costal cartilage with the patient 
supine (Roy et al., 1957). Measurements of cardiac 
Output, in duplicate, were made by indicator dilution 
technique, with a continuous recording densitometer 
(Colson), and injection of indigo-carmine dye into the 
main pulmonary artery. 

After obtaining the baseline data, 10-20 mg. (0.3-0.5 
mg./kg.) of guanethidine was injected as a single bolus 
into the pulmonary artery. Continuous pulmonary and 
systemic arterial pressures were recorded for 30 minutes, 
and then a second set of duplicate cardiac output and 
pressure measurements was obtained. Patients were 
too ill to exercise, hence the circulatory effects of 
guanethidine were studied only in the resting supine 
position. 

Results 

Cardiac Output and Heart Rate-——As shown in Table 
II (columns 9, 3, 10) and Fig. 1, the resting cardiac 
index was significantly increased in five patients (average 
38%, range 16-50%), the heart rate slowed in six 
patients (average 19%, range 8-28%), and the stroke 
index increased appreciably in six cases (average 47%, 
range 14-111%). The above data, compared with the 
range of our normal values, obtained by studying 65 
healthy volunteers (shaded areas in Fig. 1), reveal that 
cardiac index in three, heart rate in five, and stroke 
index in four patients only became normal at the end 
of 30 minutes after intracardiac guanethidine admini- 
stration. In Case 5 the cardiac index, heart rate, and 
stroke index were unaffected, and in Case 7, although 
the cardiac index was unaltered, because of the slowing 
of the heart, the stroke index increased by 14%. 


Systemic Blood-Pressure and Peripheral Arterial 
Vascular Resistance—It is apparent from columns 8 
and 11 in Table II, and Figs. 1 and 2, that mean arterial 
pressure in five patients (excepting Cases 5 and 7) fell 
by an average of 30 mm. Hg (range 19-45 mm. Hg), and 
that the average reduction in their peripheral arterial 


right brachial artery was cannulated for continuous vascular resistance was 43% (range 27-56%). The 
TABLE I.—Clinical Details 
Duration | Duration Circulatory Congestion E.C.G. Radiography 
Sex of Known | of Cardiac Blood Left 
Case] ond | Hyper- | Decom- | | Liver | Neck Urea | Ventri- Pulmon- | Thera 
No. Age tension | pensation at Below | Veins (mg./ cular Cardio- ary Py 
in in (mm.Hg) | (Grade) Oedema | Lungs 
i Costal at 100 ml.)|  Hyper- megaly | Conges- 
Years Months 45° trophy tion 
1 2 3 a 5 6 8 9 10 11 12 13 14 15 
1|55M 2 2 200-200 Il 3cm.| 4cm. | Mild Moderate 50 Mild Moderate | Moderate | G. 
2|56M 1 2 180-160/ I 6,, Moderate} Mildwith| 25 Moderate | G.+M. 
120-110 pl with 
effusion effusion 
3|}50M 2 3 Mild Severe 65 Moderate | Severe G 
4|30F 1 6 Moderate 50 Severe Moderate | Mild G. 
5|52F 8 6 ror li Cs Cs Severe Severe 60 Moderate | Severe Severe G.+M. 
6| 56M 5 6 Moderate| Moderate} 75 Severe Moderate | Died 
7|29M 1 6 Su Mild Mild 45 Moderate | Moderate | Mild G. 
8|22F 6 1 $i, Moderate | Moderate} 70 Severe és G. 
9|51M 4 6 Ill Mild Mild 90 Moderate Moderate | G.+M. 
10 | 60 M 5 2 250-220' II 34 Mild Mild G.+M. 
150-135 +D. 
11} 50M 3 1 230-200! Severe 14 Severe Moderate | Severe 
170-150 
G. =Guanethidine. M.= Mercurial. D.=Divita’is. 


Note.—Haemodynamic studies were performed in Cases 1-7 only. Cases 8-11 are included for study of clinical response. 
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reduction of blood-pressure and vascular resistance in 
Case 7 was insignificant, whereas in Case 5 the blood- 
pressure fell by a little, but vascular resistance slightly 
increased. 

Pulmonary Arterial Pressures and Resistance—There 
was a Significant fall in the pulmonary arterial pressures 
in all the seven patients, the average reduction in the 
mean pressure being 13 mm. Hg (range 6-24 mm. Hg). 
However, effects on the pulmonary arterial wedge 
(reflected left atrial) pressure varied. In Case 5 there 
was no change, in Cases 1, 2, and 6 the mean pressure 
fell by 10 mm. Hg, and in Cases 3, 4, and 7 by 5 mm. 
Hg (see columns 6 and 7, Table II). It is also to be 
noted that in spite of the fall (Fig. 2) the reflected left 
atrial pressure was normal in only one case, slightly 
elevated (15-19 mm. Hg) in three, and moderately 
elevated (+20 mm. Hg) in three. 

Because of the fall in pulmonary arterial pressure 
the total pulmonary vascular resistance was reduced in 
every case, but pulmonary arterial vascular resistance 
(gradient resistance) showed slight difference. As seen 
in column 12, Table II, in all except Case 2 the resistance 


decreased by an average of 55% (range 21-83%). It is 
also of interest to observe that the pulmonary arterial 
resistance was normal (less than 2 mm. Hg/1./min./m.’) 
in only two cases, slightly elevated (2-5) in two, moder- 
ately elevated (5—10) in one, and severely elevated (+ 10) 
in two (Fig. 1). 

Right Heart Filling Pressures—Guanethidine was 
effective in lowering the high filling pressures of the 
failing right heart in five patients, as evidenced by 
normal mean right atrial (3-7 mm. Hg) and right 
ventricular end diastolic pressures (S-8 mm. Hg). No 
significant changes were observed in Cases 2 and 5. 
(Table II, columns 4 and 5, and Fig. 2). 

Clinical Response—The clinical response to guan- 
ethidine of 11 patients with hypertensive heart failure 
has been followed for a period of two to six months 
(average four months). As shown in the last column 
of Table I, one patient (Case 6) died of myocardial 
infarction shortly after starting treatment. Of the 
remaining 10 patients, six came out of failure with 
guanethidine alone, three needed one or two mercurial 
injections, and only ofie patient needed mercurials and 


CARD.RATE CARD. IND. STR. IND. PER.ART.RES. PUL.ART.RES. rv. [END DIAST) Ra. (MEAN) B.A.[MEAN] RAWEDGE[MEAN) 
beats /min. Nitin. mL/beat/M2 mm.Hg mm.Hg ma.Hg ma. Hg 
60 ™ 50 30 60 175 30 
25- 254 
40; 


40 
30} 


204 


° 


° ° 


Fic. 1.—Immediate effect of intracardiac guanethidine or systemic 

and pulmonary flows and resistance in seven hypertensive sub- 

jects in congestive failure. Solid and open circles represent 

resting values before and 30 minutes after administration of 

guanethidine respectively. The shaded area in each panel is 

the range of normal values obtained by studying 65 healthy 
volunteers in this laboratory. 
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Fic. 2.—Immediate effect, of intracardiac guanethidine on the 

intracardiac and systemic pressures in seven hypertensive sub- 

jects in failure. Solid and open circles represent resting values 

Cates and 30 minutes after the administration of nethidine 

respectively. The shaded area in each panel is the range of 

normal values obtained by studying 65 healthy volunteers in 
this laboratory. 


TABLE II.—Effect of Guanethidine on Cardiac Output and Circulatory Dynamics 


Heart Right Pulmor Cardi | ew 
mon- jac ce) eS1S- ary 
Rate Atrial =o Pulmonary ary Brachial Tadex Index tance 5 
Amount] per min Diastolic) Artery Artery Artery 1./min./m.?| ml./beat/m.? 11 12 
Case| of Wedge 
No. | Drug 3 4 5 6 7 8 9 10 mm. Hg/1./min./m.? 
Injected 
Syst. /Diast. Syst. 'Diast. 
{]_Me [pla Mean BIA 
1 2 B A B A 
1 | 20mg.| 84 | 60 | 40 | 10-0 | 7-0 | 68'21| 51'20] 17| 8 | 187'116| 160'90 | 1-2 | 1-8 | 14-3 | 30-0 | 109 | 14-0 | 11-0 
(34) | (28) (139) | (119) 
2 | 10 ,, | 125 | 116 | 22-0 | 18-0 | 24-0 | 19-0 | 4526] 38 14] 28 | 17 | 162 110] 13895 | 1-8 | 2-1 | 144 | 181 | 59| 44) 30] 47 
(33) | (27) (129) |} (110) 
3 | 20 ,, | 130 |. 100 | 13-0 | 7:0 | 160] 8-0 34 ie 24 | 18 | 222142 174 110 3-9 | 5:2 | 300 | 520 40] 25] 591] 1-0 
(23) 1 (138) 
4/20 ,, | 96 | 75 | 90} 5-0} 105 | 8-0 | 65'28| 42:19] 25 | 20 | 225120] 187'94 | 2-5 | 3-6 | 26:0 | 48-0 | 30) 76] 2-0 
(44) | (27) (145) | (112) 
5 | 15 ,, | 140 | 140 | 11-0 | 9-0 | 13-0 | 13-0 | 70:42] 56'27| 20 | 20 | 195'110| 190/102] 1-2 | 1-1 | 86 | 7-8 | 103 | 110 | 265 | 15-5 
(52) | (37) (135) | (130) 
6 | 20 ,, | 84 | 68 | 18:0 7-0 | 165 | 7-0 | 60 34] 40'24| 27 | 15 | 188 130] 152'80 | 1-1 | 1-8 | 13-1 | 265 | 122] 13-6 | 83 
(42) | (30) (152) | (107) 
, | 80 | 70 | 90] 50] | 7-0 | 62'30| 45'25| 28 | 24 | 205/116] 180'106| 2°6 | 2°6 | 32:5 | 37-1 | 50} 46) 2-7 
(40) | GD (146) | (135) 


Note.—B is before and A is after intracardiac administration of guanethidine. 
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digitalis. At the time of this report all the 10 were 
clinically well compensated. 


One patient (Case 1) was re-studied after six weeks 
of guanethidine therapy, when he was completely out 
of failure. Re-study values were: right ventricular end 
diastolic pressure 4 mm. Hg, indirect left atrial mean 
pressure 6 mm. Hg, and cardiac index 2.6 1./min./m.? 
With 15 minutes of moderate exercise (cardiac rate rose 
78 to 120 beats a minute) the ventricular filling 
pressures were unaffected but the cardiac index had 
increased to 4.3 1./min./m.?. 


Discussion 

From the data presented it would appear that the 
immediate circulatory effect of guanethidine in five of 
the seven hypertensive subjects in heart failure was 
lowering of the peripheral arterial, ventricular filling, 
pulmonary arterial, and reflected left atrial pressures, 
increasing the cardiac output, slowing of the heart with 
increase in the stroke volume, and reduction in the 
systemic and pulmonary vascular resistance. As the 
other two patients (Cases 5 and 7) subsequently came 
out of failure with oral guanethidine therapy, it is 
possible that the dose or the period of observation was 
inadequate, and they might have responded differently 
with a larger dose or if observed for a longer period 
of time. 

Few observations on the circulatory effect of guan- 
ethidine in hypertensive patients without failure are 
reported (Richardson et al., 1960; Taylor and Donald, 
1960), but data on its immediate effect in hypertensive 
subjects with congestive heart failure are not available. 
However, ganglion-blocking agents appear to exert 
similar circulatory effects in patients with hypertensive 
failure. Thus our observations are in agreement with 
those of Freis et al. (1953), who reported a similar 
response of hypertensive congestive failure to hexa- 
methonium. They suggested the increase in the cardiac 
output of heart-failure subjects was due to arteriolar 
vasodilatation and peripheral pooling of blood, reduction 
of the loading pressure of right heart facilitating the 
work of the heart, and lowered aortic pressure allowing 
more complete emptying of the failing left ventricle. 
Eichna (1960) also reported a similar effect of 
vasodilatation, produced by trimetaphan camphor- 
sulphonate (“arfonad”), on the cardiac output and 
circulatory dynamics in hypertensive congestive failure. 
On the other hand, by giving sodium nitrite orally, 
Eichna was able to increase the cardiac output of 
subjects with hypertensive congestive failure by lowering 
the right heart filling pressure and without reducing the 
arterial pressure. 


In this study cardiac output increased only in those 
five subjects who had a significant fall in peripheral 
arterial pressure. The right ventricular filling pressure 
fell concomitantly in four patients, but in Case 2, 
though the filling pressure of the right ventricle was 
reduced by 20%, it was still very high. Furthermore, 
the right ventricular filling pressure in Case 7 became 
normal without significant fall in the peripheral arterial 
pressure, but the cardiac output remained unchanged. 
Our observations do not support the view of Richardson 
et al. (1960) that the reduction of the peripheral blood- 
pressure in hypertensives when treated with guanethidine 
was due to decreased cardiac output rather than to the 
relaxation of the arterioles. 


Guanethidine and bretylium tosylate have similar 
hypotensive effects on peripheral arterial pressure 


(Evanson and Sears, 1960), but their effect on pulmonary 
arterial pressure is quite dissimilar. Taylor and Donald 
(1960) recorded that bretylium increased the pulmonary 
arterial pressure in both normotensive and hypertensive 
subjects, and Halmagyi and Colebatch (1961) observed 
a similar increase in the pulmonary arterial pressure in 
experimental sheep. In the present study the pulmonary 
arterial pressure was significantly lowered in every 
patient, In another study conducted in this laboratory 
to observe the circulatory effect of guanethidine in 
hypertensive patients without failure (to be reported), 
guanethidine lowered the pulmonary arterial pressure 
in 13 out of 16 patients. In the remaining three the 
pulmonary arterial pressure remained unchanged. In 
no instance was an increase of the pulmonary arterial 
pressure observed ‘in this laboratory when hypertensive 
patients with or without failure were given guanethidine. 


Patients with hypertensive heart failure have been 
successfully treated with hexamethonium alone (Smirk 
et al., 1958), but a similar response with guanethidine 
therapy has not been reported so far. Our findings in 
a limited number of patients with hypertensive failure 
treated with guanethidine would suggest that this drug 
has similar potentialities as hexamethonium in the 
immediate or long-term management of hypertensive 
heart failure. Furthermore, as guanethidine is relatively 
free from side-effects it may be the drug of choice in 
the management of hypertension and its complications. 
It is of interest to note that in one patient (Case 1) who 
was re-studied when compensated the cardiac output 
increased significantly with exercise. 


Summary 


Data on the immediate effect of intracardiac guan- 
ethidine on the cardiac output and circulatory dynamics 
in seven hypertensive subjects in failure are given. 

The immediate haemodynamic response of five of the 
seven patients was an increase in cardiac output, a 
decrease in ventricular filling pressure, and a reduction 
in systemic and pulmonary arterial pressures and 
resistance. 


Unlike bretylium tosylate, guanethidine had the 
uniform effect of lowering the pulmonary arterial 
pressure in hypertensive patients with or without failure. 


Clinical response to oral guanethidine of 11 patients 
with hypertensive heart failure followed for an average 
of four months is presented. 


Clinical and haemodynamic data suggest that guan- 
ethidine is a useful drug in the immediate and long-term 
management of hypertensive heart failure. 


The ismelin was supplied through the courtesy of Drs. 
Silviera and Soni, of Ciba of India Ltd. 
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PHENINDIONE HEPATITIS 
COMPLICATING ANTICOAGULANT 
THERAPY 


BY 


R. W. PORTAL, M.B., M.R.C.P.* 
Medical Registrar, Central Middlesex Hospital 


AND 


R. W. EMANUEL, M.A., D.M., M.R.C.P.+ 
Senior Registrar, Cardiac Department, Brompton Hospital 


Many toxic effects of phenindione have been reported 
since it was introduced as an anticoagulant by Soulier 
and Gueguen (1947). These were reviewed by Burns 
and Desmond (1958) and more briefly by Bingle and 
Shine (1959). Fever, dermatitis, pharyngitis, and 
leucopenia are common reactions to phenindione 
therapy, but hepatitis is rare, and only six cases have 
been reported, none of which occurred in this country. 
The following three cases are therefore recorded, 
although their investigation was incomplete. 


Case Reports 


Case 1—A man aged 58 started treatment with 
phenindione on November 14, 1959, after a myocardial 
infarction. Thirty-eight days later (December 22) he 
became febrile (up to 103° F.; 39.4° C.), with sore throat 


*Now Senior Registrar, St. George’s Hos; ital, London. 
tNow Assistant Director, Institute of Cardiology, London. 


and diffuse maculopapular rash, and four days after this 
he was jaundiced. The fauces and pharynx were inflamed 
and there were enlarged painless lymph nodes in the neck, 
axillae, and groins. The liver was just palpable, but the 
spleen was not felt. Liver-function tests (see Table, No. 7) 
suggested cholestatic jaundice with slight cellular damage. 
There was a neutropenia with a white cell count of 4,000/ 
c.mm. (neutrophils 6%, lymphocytes 84%, eosinophils 4%, 
monocytes 3%, plasma cells 2%, histiocytes 1%). Phen- 
indione was stopped on admission to hospital (January 1, 
1960) and intramuscular penicillin given. The rash faded 
within 10 days, and profuse generalized exfoliation followed ; 
the enlarged glands regressed and the jaundice diminished. 
Fifteen days after the onset of icterus the serum bilirubin 
had fallen to 1.25 mg. and two days later to 0.6 mg./100 ml. 


Sensitivity 
Phenindione Jaundice Jaundice 
started —- appears disappears 
| 
15 to 38 3 to 25 A few days 
ec days — days — to3 


His recovery was complicated by pneumonia and anaemia ; 
the pneumonia probably prolonged his fever, which lasted 
for 26 days. 


Case 2—A married woman aged 64 developed a venous 
thrombosis of the leg after a mitral valvotomy. Phenindione 
was started on August 26. 1960, and 18 days later she 
developed fever with a diffuse macular erythematous rash 
involving arms, knees. and the anterior part of the upper 
chest. Five days later nicoumalone (“sinthrome™) was 
substituted for phenindione, but the fever (up to 103° F 


Details of Cases 


Interval 
Dose of pain Durati Dru L fi Other 
se O tart o ration gs iver-function 
No.| Reference Phenindione Treatment| of Jaundice Given Tests Features 
and Onset 
of Jaundice 
1 | Makous and | 266 mg. (average) | About About 24 days | A.C.T.H.| Serum bilirubin 14mg. Alkaline phos- | Fever, morbilliform rash, 
Veer (1954) for 14 days, then 30 days phatase 28-3 units (modified Bodan- adenopathy. Liver firm, 
| 2nd course (total | (course sky). Thymol turbidity 15-5 units. tender, enlarged 4 cm. 
2-75 g.) starting inter- Cephalin fiecculation + + +. Serum 
_ 1,150 mg. in | rupted) protein: total 5-4 g., albumin 3-1 g. 
ours 
2 Kier 112-5 mg./day About Not given Cortisone | Serum colour index 37 (Meulengracht). | Fever, morbilliform rash, 
(1954) 35 days Thymol turbidity 0-05 unit. Takata urticarial swelling, 
negative. Serum protein: total mouth ulcers, granulo- 
5-6 g., albumin 3-3 8, nia, eosinophilia. 
ied uraemic 
3 me ae J 223 mg. (average) for | 30 ,, 9 days Predni- Icteric index 15 units. Alkaline phos- | Fever, rash. Liver not 
first 14 days sone phatase 19-2 K.-A_ units. Thymol tender, enlarged 4 cm. 
turbidity ++. Cephalin floccula- 
~~ +++. Thymol flocculation 
units 
4 | Burns and 125 mg./day DW « A few days A.C.T.H. | Serum bilirubin 4 mg. Alkaline phos- | Fever, desquamating rash, 
Desmond and phatase 29 K.- units. Thymol stomatitis, pharyngitis, 
(1958) predni- turbidity 3 units (Maclagan) urticarial swelling. - 
sone I hilia 
5 | Brooks and 90 sa ey No jaundice A.C.T.H. | Icteric index 44 units Fever, exfoliating rash, 
Calleja after 33 days nephritis. Tender liver, 
(1960) (inexact) enl 2 fingerbreadths 
6 | Jones (1960) | Maintenance dose a Bilirubin absent — Serum bilirubin 1-2 mg. Alkaline phos- | Fever, eosinophilia; liver 
200-300 mg./day from urine on phatase 8 K.-A units. Zinc sulphate en 3 in. (7-5 cm.) 
32nd day; 2 units. Serum protein 7-5 g. on th day: rash 
serum bilirubin ap after 
0-6 mg. on 
4ist day 
7 Case 1 100-150 mg./day 42 ,, 15 days _— Serum a 5-3mg. Alkaline ~- Fever, exfoliating rash, 
(see text) phatase 32 Mest J units. S.G.O.T. adenopathy, neutro- 
45 units; S.G P.T. 144 units (Mohun penia 
and Cook). Thymol turbidity 1-5 
units. Thymol flocculation 0 Serum 
protein: total 4-7 g.. albumin 3-3 g. 
8 | Case 2 75 mg./day - A few days — Serum bilirubin 2-3 mg. Alkaline phos- , Macular rash 
hatase 46 K.-A_ units. S.G.O.T. 
5 units; $.G.PT 14 units (Mohun 
and Cook). Thymol turbidity 1 unit. 
Zine sulphate 5-5 units. Serum 
proteins: total 6-1 g., albumin 2-9 g. 2 
9 | Case 3 100 2-3 months Serum bilirubin 5-1 mg. Alkaline phos- just palpable 
phatase 24 K.-A_ units. ymol and tender 
turbidity 3 units. Zinc sulphate 4-5 
units. Serum protein: total 7:8 g., 
albumin 3-9 g. 


Note.—Where tests were carried out more than once during the reaction only those showing the greatest abnormality are given. 
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39.4° C.) and rash continued for 22 days. Jaundice 
appeared 35 days (September 30) after starting phenindione 
treatment. During the next week the jaundice, fever, and 
rash subsided rapidly. Liver-function tests (see Table, No. 8) 
suggested cholestatic jaundice. The blood count was normal. 
Three months later the blood count, serum proteins, and 
liver-function tests were repeated and found normal. 

Case 3—-A man aged 62 started treatment with 
phenindione on January 10, 1957, after his second myo- 
cardial infarction. Three weeks later he developed a rash 
on the arms and legs, and nicoumalone was substituted. 
On February 15 he felt unwell and had developed anorexia. 
A week later he had epigastric pain and two days after 
this became jaundiced, 46 days after treatment with 
phenindione was started. Throughout his illness he 
remained apyrexial with a bradycardia of 55-60 a minute. 
Initially the liver was just palpable and slightly tender. 
Liver-function tests (see Table, No. 9) suggested cholestatic 
jaundice. The blood count was normal. He improved 
slowly, but was still jaundiced two months later (on April 25 
the serum bilirubin was 1.2 mg./100 ml.), and it was not 
until towards the end of the third month that he was well 
and his serum bilirubin returned to normal (0.6 mg. on 
May 23). Anticoagulants were stopped when the jaundice 
developed, and were not used again. He was symptom- 
free when last seen (January, 1961). 


Discussion 

Selected details from the previously recorded cases 
and of the three described here are given in the Table, 
and the Diagram shows the chronology of phenindione 
hepatitis. 

The dose of phenindione associated with hepatitis was 
within the usual therapeutic range except in one case 
(Makous and Veer, 1954). Jaundice never appeared 
within 25 days of the beginning of phenindione therapy, 
and never lasted more than three months. A.C.T.H. or 
steroids were used in the first five cases reported, but 
there is no evidence that this treatment influenced the 
duration of jaundice. In the three cases reported here, 
as in the six already in the literature, jaundice was not 
the first symptom but appeared 3 to 25 days after the 
initial toxic manifestation. Jones (1960), however, found 
bilirubin in the urine of his patient within 24 hours of 
the onset of fever, three days before the appearance of 
jaundice. Routine liver-function tests might therefore 
reveal subclinical hepatitis in some patients who never 
become icteric. 

The type of jaundice is uncertain from the reported 
investigations, which do not include liver biopsy. Burns 
and Desmond (1958) suggested that in their case it was 
“mildly obstructive” and of “chlorpromazine type,” 


and Jones (1960) pointed out the resemblance of this © 


form of hepatitis to that produced by chlorpromazine 
and methyltestosterone. On the present evidence and 
by analogy with chlorpromazine jaundice it is reasonable 
to regard phenindione hepatitis as a sensitivity reaction 
and therefore associated with intrahepatic obstructive or 
cholestatic jaundice. Liver-cell damage also occurs, as 
indicated by the abnormal flocculation tests (Table, Nos. 
1 and 3), and by the raised serum transaminase (No. 7). 
In chlorpromazine jaundice Zelman (1959) correlated 
the raised serum transaminase levels with biopsy studies, 
which showed centrilobular and periportal necrosis. 


Summary 
Three cases of hepatitis due to phenindione are 
described and compared with the six previously reported. 
The evidence suggests that hepatitis 1s an unusual 
complication of phenindione therapy, and that the 


jaundice produced is mainly cholestatic in type, although 
liver-cell damage may occur. 


Case 1 was under the care of Dr. Richard Asher at the 
Central Middlesex Hospital, and Cases 2 and 3 were under 
the care of Dr. Paul Wood, at the Brompton and National 
Heart Hospitals respectively. We are most grateful to 
these physicians for their help and permission to publish 
their cases. 
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EPIDEMIC OF TUBERCULOSIS IN A 
PRIMARY SCHOOL 


BY 


R. FAWCETT STRONGE, M.D. 
Chest Physician, Newry General Hospital, Co. Down 


AND 


SHEILA V. BALMER, M.B. 
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It has been demonstrated repeatedly that a pupil can 
have open pulmonary tuberculosis without causing an 
outbreak of tuberculous disease among his or her class- 
mates (Ivar Lundius, 1928-9 ; Anderson and Grenville- 
Mathers, 1952). Most outbreaks reported in these 
islands have been traced to a member of the teaching or 
non-teaching staff. The epidemic here reported is of 
interest not only because the probable source was a 
pupil, but because the pupil in question had a routine 
contact x-ray examination at the time she was probably 
spreading infection and her film was not thought to 
show a significant lesion. 

On March 5, 1960, a girl aged 13 was admitted to 
Daisy Hill Hospital, Newry, County Down, with 
erythema nodosum, which had been present for one 
week. Her x-ray film showed a primary tuberculous 
complex in the right lung. She volunteered the infor- 
mation that several other children sharing the same 
classrooms at school had a similar rash, and on inves- 
tigation nine further cases were found. These children 
were all radiographed, disclosing four more cases of 
primary pulmonary tuberculosis, and making a full 
investigation of the school necessary. It was a church 
school, consisting of three classrooms, in a small seaside 
town. The classroom where the outbreak occurred was 
294 ft. (9 m.) long, by 224 ft. (6.8 m.) wide, by 15 ft. 
(4.6 m.) high, well lighted and ventilated, but over- 
crowded. New classrooms were in process of erection 
at the time. There were 71 girls, aged 9 to 15 years, 
in this room, which was separated from a smaller class- 
room by a glass partition. The total number of pupils 
attending the school was 153. 


Investigations 
All the teaching and non-teaching staff, including the 
man who delivered milk (pasteurized), were radio- 
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graphed. None showed evidence of pulmonary 
tuberculosis, Next, all the pupils who had not already 
been investigated, with the exception of five whose 
parents refused consent, were Heaf-tested. Thirty-five 
more positive reactors were discovered, bringing the 
total to 45, of whom 37 were taught in the classroom 
where the outbreak of erythema nodosum occurred. 
These figures give a 52.1% reactor rate in the affected 
classroom, compared with a 10.4% reactor rate for the 
rest of the school. These 35 positive reactors were 
radiographed in the local chest clinic, bringing to light 
one case of miliary tuberculosis, one pleural effusion, 
one case of post-primary pulmonary tuberculosis, and 
nine further cases of primary tuberculosis. One of 
these cases came from the infants’ classroom, 10 from 
the room primarily involved, and one from the adjacent 
room. 

From May 23 to 30 the mobile mass radiography 
unit x-rayed 1,331 of the population of the town and 
district over the age of 5. This figure represented 75% 
of the population and included 300 schoolchildren, of 
whom 112 attended the church school. As a result of 
the survey two cases of active primary tuberculosis were 
found in pupils from the classroom where the outbreak 
started, but no case of active tuberculosis was detected 
in the adult population or in the children attending other 
schools. Of the two cases mentioned one had been 
Heaf-negative in March, while the other, although 
positive, had a normal radiograph. 

A month later all the pupils who had been Heaf- 
negative in March and April were retested and eight, all 
from the affected classroom, were found to have con- 
verted, bringing the total number of positive reactors in 
the classroom to 45 and the total in the school to 53. 
This figure includes nine children who had been B.C.G.- 
vaccinated prior to the epidemic. The reactor rate in 
the classroom where the outbreak started had now 
risen to 63.4%. When the converters were radio- 
graphed one was found to have a primary lesion, 
bringing the total number with radiological lesions to 
20. All negative reactors were advised to have B.C.G. 
vaccination, and 79 accepted. 

For purposes of comparison the pupils attending the 
other two schools in the town were Heaf-tested. In a 
small mixed school 35 children were tested and 4 
(11.4%) were found to be positive. All of these had 
been B.C.G.-vaccinated previously. In the second 
school—a boys’ school—55 were tested and 13 (23.6%) 
were found to be positive, of whom two had had 
previous B.C.G. vaccination. 


Disposal 


Those who would accept hospitalization were 
admitted to Crawfordsburn Hospital, 14 in all. The 
remaining six have been treated at home. The 27 


positive reactors in the affected classroom with no 
radiological evidence of disease were divided into two 
groups: 13 were treated with P.A.S. and _ isoniazid 
or with isoniazid alone for periods varying from two 
to six months ; and 14 were given no treatment. This 
last group included four children who had been B.C.G.- 
vaccinated before the epidemic occurred. All these 
pupils were kept under observation and at the time of 
writing no lesions had developed in the treated children, 
but in the untreated group a small pleural effusion 
occurred in two children and a pulmonary lesion in one 


child. The effusions were detected in August and 


— 1960, and the pulmonary lesion in April, 


No connexion was demonstrated between the strength 
of tuberculin reaction and the subsequent development 
of disease in the untreated reactors. Some children 
with strongly positive Heaf tests remained well, while 
others with lesser reactions developed lesions. 


Cases Admitted to Hospital 


Case 1.—Aged 13. Enlarged right hilar and paratracheal 
glands with pulmonary focus ; erythema nodosum ; gastric 
juice cultures negative ; progress slow. Lesions gradually 
increased for four months after treatment started. Glands 
still enlarged eight months later. 


Case 2.—Aged 13. Enlarged left hilum; erythema 
nodosum; gastric juice 


cultures negative; progress 
uneventful. 
Case 3.—Aged 10. Enlarged left hilum; erythema 
nodosum; gastric juice cultures negative; progress 
uneventful. 


_ Case 4.—Aged 11. Enlarged right hilum and pulmonary 
infiltration ; symptomless ; gastric juice cultures positive ; 
progress uneventful. 

Case 5.—Aged 12. Enlarged left hilum with infiltration 
left upper zone; symptomless; gastric juice cultures 
negative ; progress slow. Deteriorated radiologically four 
months after treatment started. Still has gland mass at left 
hilum. 

Case 6.—Aged 12. Left pleural effusion ; headache and 
fever ; gastric juice cultures positive ; progress uneventful. 

Case 7.—Aged 10. Miliary lesions both lungs, with 
enlarged right hilum; erythema nodosum ; gastric juice 
cultures positive; progress good. Developed transient 
segmental atelectasis of the middle lobe. 

Case 8—Aged 14. Infiltration throughout right upper 
lobe ; severe cough ; gastric juice cultures positive ; progress 
uneventful. 

Case 9.—Aged 14. Enlarged left hilum ; symptomless ; 
gastric juice cultures negative ; progress uneventful. 

Case 10.—Aged 12. Glands right hilum with pulmonary 
focus ; erythema nodosum ; gastric juice cultures negative ; 
progress uneventful. 

Case 11.—Aged 9. Enlarged right hilum with pulmonary 
focus ; symptomless ; gastric juice cultures positive ; progress 
slow. Developed transieft segmental atelectasis right upper 
lobe. 

Case 12.—Aged 10. Enlarged left hilum ; symptomless ; 
gastric juice cultures negative ; progress uneventful. 

Case 13.—Aged 13. Enlarged right hilum with pulmonary 
focus; symptomless; gastric juice cultures negative ; 
progress uneventful. 

Case 14.—Aged 11. 
and cough; 
uneventful. 


Enlarged right hilum; stiff neck 
gastric juice culture positive; progress 


Cases Treated at Home 


Case A.—Aged 10. Enlarged right paratracheal glands ; 
erythema nodosum; developed infiltration in right lower 
zone 13 months after treatment commenced. It was 
discovered that she had not been taking her treatment 
regularly. 

Case B.—Aged 15. Enlarged left hilum with pulmonary 
focus ; symptomless ; progress uneventful. 

Case C.—Aged 6. Enlarged right hilum ; symptomless ; 
progress uneventful. 

Case D.—Aged 9. Enlarged right hilum with pulmonary 
focus ; symptomless ; progress uneventful. 
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Case E.—Aged 13. 
progress uneventful. 

Case F.—Aged 13. Focus first right interspace ; symptom- 
less ; progress uneventful. 

Case G.—Aged 12. Small pleural effusion right base ; 
symptomless ; progress uneventful. 

Case H. —Aged 15. Trace of fluid left base; pain left 
lumbar region ; progress slow. The fluid had increased after 
two months’ treatment with streptomycin, P.A.S., and 
isoniazid, but had cleared six weeks later. 

Case I.—Aged 14. Lesion second left interspace without 
hilar enlargement ; symptomless. 


Gland right hilum ; symptomless ; 


Discussion 


Many school epidemics of tuberculosis have been 
reported in the literature. Sometimes the source has 
been found easily (Bevan et al., 1951; Anderson, 1954), 
while sometimes the source could not be found (Roe 
and Dick, 1949; Mande et al., 1958). 

In the present investigation 75% of the population of 
the town and district, including most of the home con- 
tacts of the children with lesions, were radiographed by 
the mass radiography unit without discovering a single 
case of active tuberculosis, and all the teaching and 
auxiliary staff of the school involved were radiographed 
with negative results. It appears obvious that the source 
of infection was one of the pupils. The first case of 
erythema nodosum occurred on February 26, 1960. 
Assuming that the incubation period for erythema 
nodosum is three to eight weeks, then infection occurred 
between January | and February 5. 

The only pupil known to have had a cough at this 
time was a girl aged 14, who had been under radio- 
graphic observation since June, 1958, when an elder 


sister was admitied to hospital with a pleural effusion., 


She was Heaf-positive when first radiographed as a con- 
tact. Her last film prior to the outbreak was taken on 
January 21, 1960, when it was noted that the lung mark- 
ings in the second right interspace appeared more 
pronounced than in her previous film, and continued 
observation was advised. When next seen in April she 
had infiltration throughout the right upper lobe. She 
had a severe cough on admission to hospital and three 
gastric juice cultures were positive. It is thought that 
this child is the most likely source of infection and that 
her sputum was probably heavily positive about the 
time she was radiographed in January, although the 
source of the heavily infected material is not obvious in 
her x-ray film. It could possibly have come from a 


gland, not visualized in her film, rupturing into a - 


bronchus or from a bronchial lesion. All the cases of 
erythema nodosum occurred within a period of five 
weeks, so it is just possible that they were all infected 
on the same day. 

The question arises why did so many children become 
diseased. The most likely contributory factors were age 
and overcrowding at school. There is no evidence that 
they were undernourished ; their home conditions were 
satisfactory, and there had been no outbreak of an 
infectious disease in the school in the six months 
preceding the epidemic. 

It is interesting to note that 5 of the 14 children 
admitted to hospital started menstruating either before 
admission or before discharge and that four of these 
had parenchymal lesions. Two of these cases 
deteriorated initially while under treatment, but only one 


of the nine pre-adolescent children deteriorated in 
hospital. 

Hyge (1947) in his classical work on a school epidemic 
in Scandinavia produced convincing evidence of the 
protection given by B.C.G. vaccination. In the epidemic 
reported here, all of the nine vaccinated children have 
remained well, giving an incidence of disease in the 
vaccinated children of 0% compared with 16% in the 
non-vaccinated. 


Summary and Conclusions 


After the discovery of 10 cases of erythema nodosum 
in one classroom in a primary school, full investigation 
and follow-up uncovered 23 cases of tuberculosis in the 
school. Twenty-one of these cases were: in the one 
classroom. There were 17 primary cases, 2 post- 
primary, 1 miliary case, and 3 cases of pleural effusions. 
The reactor rate in the classroom where the outbreak 
occurred was 63.4% compared with 10.4% for the rest 
of the school. 


The source of infection was thought to be a pupil 
who had been under “contact observation” for two 
years. 

Children, especially girls, should be B.C.G.-vaccinated 
before puberty rather than at 13. 

All positive reactors known to have been exposed to 
recent infection should receive a prophylactic course of 
chemotherapy. 

If treatment is started within four months of first 
infection, chemotherapy for four or even two months 
may be sufficient to prevent lesions developing. 


We thank Dr. Brice Clarke, Dr. J. Ritchie, Dr. A. 
Hamilton, Dr. H. G. Calwell, and Dr. B. L. McQuillan for 
their help and advice, and Miss Evelyn Doherty for her 
untiring assistance in keeping the records. 
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“The Bourton-on-the-Water and Cotswold Village 
Hospital was founded by Dr. John Moore, and opened on 
March 11, 1861. It was the third cottage hospital in 
England ; literally in a cottage rented for £12 a year. Dr. 
Moore was the Medical Officer—the establishment consisted 
of ‘a regular nurse, who shall have occasional assistance’ ; 
and the disbursements during 1861, including repairs, altera- 
tions and the wages of the nurse, totalled £130 9s. 24d. 
Wine, spirits and linen were supplied chiefly by private 
munificence. The accounts showed a _ balance of 
£30 14s. 7}d., from which the Committee hoped to supply 
a bath and such other necessaries as they hesitated to 
purchase in the first year of experiment. By the end of the 
year, 22 in-patients and 208 out-patients had been treated. 
Of the former, twelve were discharged cured. one improved, 
four discharged to out-patients, and one died from * innutri- 
tion’ after discharge ; but a girl aged nine years. who was 
admitted on July 22nd, was * Discharged July 27th. for bad 
conduct.” The Annual Report states that the Hospitat 
was limited to three in-patients, one extra bed being reserved 
for emergencies.” (Centenary of the Bourton-on-the-Water 
Cottage Hospital, 1861-1961.) 
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PERSISTENCE OF TUBERCULIN SENSITIVITY IN 
SCHOOLCHILDREN AFTER VACCINATION 


BY 
CHRISTINE L. MILLER, B.M., B.Ch. 
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BARBARA J. KINSLEY, B.Sc. 


From the Tuberculosis and Statistical Research Units, 
Medical Research Council, Hampstead, London 


In 1957, freeze-dried B.C.G. vaccine, prepared in Britain 
by Glaxo Laboratories Ltd., and liquid B.C.G. vaccine, 
prepared in Denmark by the State Serum Institute, were 
compared for their ability to induce tuberculin sensitivity 
and to produce local vaccination lesions (Medical 
Research Council, 1958, 1960). The trials were made in 
six areas in Middlesex among 13- and 14-year-old 
schoolchildren, who were divided according to month 
of birth into two groups of similar size. One group was 
vaccinated with the Danish liquid vaccine; the 15 
batches used, each within 11 days of issue, were drawn 
from the normal supply of 1-ml. ampoules received each 
week from Copenhagen for distribution to local health 
authorities. The number of viable organisms ranged 
from 9 to 19 million per ml. in the various batches. The 
other group was vaccinated with the British dried 
vaccine ; the four batches used, each between 5 and 10 
months after preparation, were also issued in 1-ml. 
ampoules and contained between 2 and 6 million viable 
organisms per ml. The liquid and dried vaccines were 
both stored in a refrigerator before use. 

The tuberculin sensitivity produced by the batches of 
dried vaccine used, although slightly less than with the 
liquid, was regarded as satisfactory (more than 88% of 
those tested were positive to 3 tuberculin units (T.U.) and 
the remainder to 100 T.U.) both at three months—that is, 
between one and four months—and at one year—that 
is, between 9 and 13 months—after vaccination. The 
local vaccination lesions produced by the dried vaccine 
were slightly smaller than those produced by the liquid 
vaccine ; no complications were recorded with either 
vaccine. 

Present Investigation 

To investigate the persistence of tuberculin sensitivity 
four years after vaccination, further tuberculin tests 
were made in three of the areas during February and 
March, 1961, on some of the children, then aged 17 
and 18 years, who had already been tested both at 
three months and at one year after vaccination, About 
50% of those eligible and invited for examination in 
each group completed this further test. 


Each volunteer was given a single intracutaneous 
(Mantoux) tuberculin test on the forearm with 3 T.U., 
using 0.1 ml. of 1/3000 old tuberculin (international 
standard strength); the greatest diameter of palpable 
induration after 48 or 72 hours was recorded. If the 
diameter of induration was 5 mm. or more the 
reaction was regarded as positive (no test was 
made with a higher strength of tuberculin in those 
negative). 

The same batch of old tuberculin, the same dilution, 
and the same criteria of positivity were used as in 
all the previous tuberculin tests (both before and 
after vaccination), and as in the Medical Research 
Council’s (1956, 1959) clinical trial of tuberculosis 
vaccines. 


The tests at four years—that is, between 48 and 50 
months—were completed on 258 of those given the 
liquid vaccine and on 216 of those given the dried 
vaccine. The results, for all batches of each vaccine, are 
summarized in Table I, together with those previously 
obtained with the 3 T.U. test in the same children at 
three months and one year after vaccination. 

Of those given the liquid vaccine, 98% were positive 
to 3 T.U. at three months, 98% at one year, and 
81% at four years. The corresponding proportions of 
those given the dried vaccine were 88%, 93%, and 
71% ; the proportions positive to 3 T.U. for the dried 
vaccine were at each time significantly lower than for 
the liquid vaccine. There was little or no change in 
tuberculin sensitivity for either vaccine between three 
months and one year (as with all the children originally 
tested). There was, however, a significantly lower 
tuberculin sensitivity for both vaccines at four years 
than at either three months or one year; the decline 
was similar for the two vaccines, being 17% for the 
liquid and 22% for the dried vaccine between one and 
four years. 


The mean diameters of induration (both for the 
positive reactions and for the total tested) were slightly 
greater at one year than at three months, the difference 
for each vaccine being significant at the 0.1% level ; at 
four years, again for both vaccines, the mean diameters 
of induration of the positive reactions were the same 
as at one year, but the mean diameters of all the 
reactions were significantly lower (at the 0.1% level). 
This shows that some of those vaccinated had 
“reverted””—that is, had again become negative to 3 
T.U.—the others remaining positive, not that there had 
been a general weakening of sensitivity. Nevertheless, 
in terms of mean diameters of induration, tuberculin 
sensitivity with both vaccines was as satisfactory at four 
years as at three months, 


The details of the changes in tuberculin sensitivity, for 
all batches of each vaccine, and for the individual 
batches of dried vaccine and the corresponding batches 


TaBLe I.—Results of Tuberculin Tests with 3 T.U. Three Months, One Year, and Four Years After Vaccination with 
Liquid or Dried Vaccine 


| Liquid Vaccine (All Batches) 258 Children Tested Dried Vaccine (All Batches) 216 Children Tested 
Positi Negative Mean Diameter Positive Negative Mean Diameter 
— | to 3 T.U. | to 3 T.U. of Induration (mm.) to 3 T.U. to 3 T.U. of Induration (mm.) 
Vaccination For those For Total For those For Total 
Me. % No %& Positive Tested No. % No % Positive Tested 
bi 254 98 4 2 11-8 11-6 190 88 26 «12 10-0 8-9 
1 6 13-9 13-6 200 93 16 7 12-5 11-6 
4years .. 208 50 19 14-0 11-6 133 63 29 12:5 9-2 


4 
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4 E8-| $2 of liquid vaccine used concurrently, are shown in Table 
£35 lave eno ven Il. For all batches of liquid vaccine, 48 children (19%) 
iced had reverted between one and four years, compared with 
$23 ace 4 (2%) who converted, the difference being significant 
alt $o.8 at the 0.1% level. For all batches of dried vaccine, 55 
can ves children (25%) had reverted and 8 (4%) converted, the 
8 2a 5835 are” Ae difference also being significant at the 0.1% level. The 
S a trend was similar for each of the four batches of dried 
£5 [awe ano onm vaccine and the corresponding batches of liquid vaccine 
Discussion 
BS The present study has shown a significant decline in 
S| sensitivity between one and four years after vaccination 
ae in those given the liquid vaccine, as well as in those 
2/4 SNA SRR given the dried vaccine ; the decline was similar for each 
= lene tag vaccine. This was a result of some participants revert- 
§ z to (to 3 rae not of a weakening of 
tuberculin sensitivity in all. proportion positive to 
5 3 £o|*8/SSS |RAQ SSS SKK SSS 3 T.U. for the dried vaccine at four years was lower 
5 |FAR RGR than that for the liquid, as it had been at three months 
and one year. 
2 3 ae As the risk of tuberculous infection is low at the 
BRR SSS present time in Great Britain, it is unlikely that many 
$ of those vaccinated have been in contact with virulent 
- 4 tubercle bacilli. It is not known, however, to what 
33 extent subsequent infection is necessary to maintain 
tuberculin sensitivity after vaccination. 
In the Medical Research Council’s (1956, 1959) clinical 
mom trial of tuberculosis vaccines a conversion rate to 3 T.U. 
of 86% (nearly all the remainder being positive to 100 
| T.U.) three to five months after vaccination with liquid 
mi <38 2025 B.C.G. vaccine was regarded as satisfactory, since it was 
£552 iron oye associated with a high degree of protection against 
tuberculosis for at least six and a half years. Of the 
<= tr be - children in the present study, when tested previously 
= 25 LON |onN CON ONS SSO three months after vaccination, 98% of those given 
= gS SS PER, Papo the liquid vaccine, and 88% of those given the dried 
8 iz lz vaccine, were positive to 3 T.U. (all the remainder being 
= Positive to 100 T.U.); these proportions can therefore 
also be regarded as satisfactory. It is not known, how- 
2 3 ga ever, what the declines in tuberculin sensitivity between 
= z one and four years mean in terms of protection against 
a @ | aga It is of interest that the batches of dried vaccine used 
3 between 2 and 6 viable organisms 
= ml.; the concentrations of viable organisms in the 
3 SRR |RSS batches of British freeze-dried vaccine issued at present 
ake SAA are within a somewhat higher range. 
Le 
3 sq ieee See Summary 
Pa Pr phan Two groups of children were vaccinated in 1957, either 
.~ with Danish liquid B.C.G. vaccine or with British freeze- 
3 4 _8 |= 2 2G = dried B.C.G. vaccine. A previous report showed that 
gz <5 there was little change in tuberculin sensitivity between 
= rz a ogee three months and one year after vaccination in either 
° = group. The present report shows that in both groups 
8 a3 * gg? there was a similar, and significant, decline in sensitivity 
years after v: a 
aid 282 from 98 to 81%, and among 216 given the dried vaccine 
from 93 to 71%. No tests were made with a higher 
2 $s dose of tuberculin at four years. The changes were a 
ae a 53 result of reversion to negativity (to 3 T.U.) in some, and 
24 not of weakening of sensitivity in all. It is not known 
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what these declines in tuberculin sensitivity mean in 
terms of protection against tuberculosis. 


We thank Dr. P. D'Arcy Hart and Dr. Ian Sutherland 
for their guidance and advice, and Dr. N. Janes for help 
with the tuberculin-testing. We also thank Drs. A. C. T. 
Perkins, County Medical Officer, J. F. MacGregor and E. 
Madeley, Principal Medical Officers, Middlesex County 
Council, for their co-operation, and Mrs. A. Allchin for 
secretarial assistance. 
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[WiTH SPECIAL PLATE] 


Orf, or contagious pustular dermatitis (C.P.D.), is a virus 
disease of sheep which mainly affects lambs and has a 
seasonal incidence in the spring months. The oral 
mucosa is most commonly affected, though spread may 
occur to other mucosal surfaces and the skin. The 
lesion begins as a vesicle, which becomes encrusted and 
heals after several weeks. Sometimes secondary infec- 
tion produces ulceration and it may be fatal, though 
the mortality rarely exceeds 1% (National Veterinary 
Medical Association, 1944). 

In man orf is considered rare and is confined to those 
in direct contact with sheep or their carcasses (Hodgson- 
Jones, 1951). Human infections were described by 
Hansen in 1879, but not until 1937 were they reported 
in Great Britain (Peterkin, 1937). Characteristically, a 
single lesion occurs on a finger, and less frequently 
multiple lesions occur. Little discomfort is produced in 
the absence of secondary infection, general symptoms 
are mild or absent, and resolution takes place in four 
to eight weeks. Transmission from person to person 
has not been recorded. 

Diagnosis has usually been based on the clinical 
picture and the history of contact with sheep, because of 
the lack of a readily available laboratory test. The 
virus is inconstant in the production of change in the 
chick embryo (Lyell and Miles, 1950; Greig, 1956 ; 
Abdussalam, 1957); rabbits, mice, and guinea-pigs 
(Bennett et al., 1944; Greig, 1956; Abdussalam, 1957) 
have proved of little value for its isolation, and sero- 
logical methods such as complement fixation may be of 
only limited value (MacDonald, 1951). Though the 
laboratory virus strains can be grown in tissue cultures 
of sheep, goat, and ox cells (Plowright ef al., 1959), 
isolation has usually required the inoculation of sheep 
with the infectious material (Glover, 1928 ; Lloyd et al., 
1951). As this is not a method likely to be used in 
laboratories concerned with the diagnosis of human 


infections, the following description of the isolation of 
the virus from two patients and its identification may be 
of interest. It was found that the virus can be grown 
in primary human amnion tissue cultures and that it 
produces a characteristic cytopathic change, one result 
of which is to provide a means of titration of neutralizing 
antibody. 
Clinical Details 
Case 1 

The first patient was a woman who helped to look after 
a flock of about 100 sheep during the spring of 1961. The 
flock suffered a severe outbreak of orf immediately after 
the introduction of several fresh animais, and sheep up to 
2 years old were affected as well as the lambs. The death 
of at least two lambs was attributed to it. The patient 


had bottle-fed these and other lambs with infected mouths 


Fic. A.—Case 1. Right thumb of patient showing 
type of lesion of four weeks’ duration. 


aronychial 
(Normal size.) 


for some weeks before she noticed that a painless inflam- 
matory paronychia of the right thumb was developing 
(Fig. A). The condition remained painless, and she did not 
seek medical advice until the fourth week, when the lesion 
was incised and a small quantity of serous exudate removed 
for culture. The lesion did not progress further and 
gradually resolved. 
Case 2 


The second patient was a trainee farmer aged 16 years 
whose duties in the spring of 1961 included handling sheep 
when they were “ dipped.” Though this flock was not known 
to be infected with orf, a number of the lambs were suffering 
from an ulcerated condition of the mouth. Several weeks 
after first coming into contact with the sheep he noticed a 
blister on the lateral surface of the left little finger. It 
remained unbroken and gradually became yellow and 
indurated, until after three weeks it was a firm, yellow, flat- 
topped, painless circular granulomatous swelling about | cm. 
across (Fig. B). There was practically no adjacent inflam- 


mation, though at the end of the second week it had been 
painful for a few days and there had been a generalized 
reaction with slight pyrexia and malaise accompanied by 


Fic. B.—Case 2. Left little finger of patient showin 
raised lesion of three weeks’ duration. Note a 
surrounding inflammation. (x2.) 
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painful lymph nodes at the elbow and axilla of that side. 
The lesion was incised at this time, but though it looked 
pustular it yielded only a little serous exudate for culture. 
After incision resolution took place rapidly. 


Materials and Methods 
Tissue Cuiture 


Primary human amnion cultures were prepared by 
trypsinization of fresh amnion by the method described 
by Ferguson and Tobin (1958). When confluent sheets 
of cells had grown they were washed with phosphate- 
buffered saline and maintained in 5% horse serum in 
Gey’s salt solution (Paul, 1959), with the addition of 
100 yg. each of penicillin and streptomycin per ml. 
and 25 ug. of nystatin per ml. For primary isolation 
several tubes were each inoculated with a drop of serous 
fluid from the lesion and incubated at 37° C. 


Secondary monkey kidney cultures were prepared as 
described by Mair and Tobin (1960) and maintained in 
the same way as the amnion. 

Continuous cell lines used included two strains of 
HeLa, MK2, and Am9. The last-mentioned is a 
transformed human amnion line which was developed in 
this laboratory. 

Neutralization Tests 

The production of infected foci in the form of plaques 
or holes in the cell sheet after incubation for three to 
four days enabled neutralizing antibody titration to be 
based on 50% plaque reduction. Dilutions of serum, 
after inactivation at 56° C. for 30 minutes, were made 
in maintenance medium, and infective tissue-culture 
fluid, centrifuged free from the larger debris, was added 
so as to yield 200-500 plaque-forming units per ml. 
Virus-serum mixtures were stood at room temperature 
for one hour before addition to tubes of washed cells, 
then incubated at 37° C. for three to four days, when 
counts were made. 

Virus Strains 

The strain of C.P.D. virus used was the same as 
Plowright et al. (1959) described, and was kindly 
supplied by Dr. Montgomerie, of the Wellcome Labora- 
tories, Beckenham. The vaccinia virus was the calf- 
lymph strain of the Lister Institute adapted to growth 
in the continuous cell lines above. 


Results 
Tissue Cultures 


1. Macroscopic Appearances—Amnion-cell sheets 
inoculated with material from Case 1 showed a few 
scattered rounded granular cells after 18 hours and no 
further change for 15 days, when a few holes were noted 
in the sheet near the edge. They differed from the holes 
seen occasionally in uninoculated ageing amnion sheets 
in that the marginal cells were rounded and refractile 
and in some the cytoplasm was conspicuously granular. 
Passage to a fresh amnion culture produced a similar 
cytopathic change after six days, and the holes increased 
in size until there was gross sheet destruction. Subse- 
quent passage gave the same cytopathic change after 
three to four days in fresh cells (see Special Plate, Figs. 1 
and 2), and took longer when the cells were old. Cells 
inoculated in their third week or later were found to be 
unreliable in their capacity to show cytopathic change. 

Material from Case 2 gave a few typical holes and 
plaques in the cell sheets after only five days, and in 
subsequent passage the changes were identical to those 
described above. 


The virus grew in secondary monkey kidney cells and 
gave a similar picture to that produced in amnion, but 
the tendency for hole formation was not so marked 
and rounded cells with granular cytoplasm were more 
conspicuous. These changes, in both types of cell, 
were indistinguishable from those produced by a strain 
of C.P.D. virus of ovine origin. 

Attempts to grow the virus in continuous cell lines 
were made, but without success. Infective fluids 
harvested from amnion cultures when diluted tenfold 
produced what appeared to be toxic changes in HeLa, 
MK2, and Am9 after 18 hours. But no further changes 
occurred, and there was no virus multiplication, although 
up to five passages have been tried in each cell line. - 

2. Microscopical Appearances.—The earliest changes 
in infected cell sheets stained with haematoxylin and 
eosin or Giemsa are seen at 18 hours, when groups of 
two or three adjacent cells appear more intensely stained. 
This is mainly due to the cytoplasm, which becomes 
increasingly eosinophilic. After three to four days some 
of these cells have completely degenerated and become 
detached from the glass to produce a hole in the sheet. 
They remain attached to the less affected cells adjoining 
them, which produces the characteristic margin of 
rounded cells, which continues to retract as cells infected 
later become detached from the glass (Special Plate, 
Figs. 2, 3, and 4). 

The series of changes which take place in the cell seem 
to begin with the appearance of the eosinophilic 
“matrix” in the cytoplasm, and this may become 
markedly granular. It usually surrounds the nucleus 
and is seldom paranuclear. Unequivocal inclusion 
bodies were rarely seen. The cell becomes rounded, 
and at the same time the nucleus, usually elongated, 
becomes rounded and shows margination of the 
chromatin. Jt continues to shrink and stains more 
deeply until pyknotic (Special Plate, Fig. 5). When the 
matrix is paranuclear it seems to be associated with 
fragmentation of the nucleus; when perinuclear, the 
peripheral cytoplasm loses its staining properties, 
becomes vacuolated, and eventually disintegrates to leave 
behind the pyknotic nuclear residue, which usually 
retains much of the matrix attached (Special Plate, 
Fig. 6). 


Serological Findings 


Limited serological investigations only have so far 
been made, but they are of interest in that they show 
that convalescent sheep which were severely infected 
during the epidemic in the flock with which Case 1 was 
concerned had neutralizing antibodies. Uninfected 
sheep from a clean flock had no detectable neutralizing 
antibodies (Table I). 

The first patient had some neutralizing antibody, but 
only a convalescent serum could be titrated. It may 
be significant, as such antibody is not likely to be 
normally present in human sera and we have not found 
it in a small number of sera titrated to date. The second 


TABLE 1.—Neutralizing Antibody Titrations* (Uninfected and 
Convalescent Sheep and Patients’ Sera) 


Sheep Sera Patients’ Sera 
Uninfected | Convalescent Case 2 
1| 2 1 2 cent | Acute | Convalescent 
“A.M.”| <5 <5 60 69 40 5 15 
C.P.D. <10| <10; 40 40 80 10 40 


* In Tables I and II titre is expressed as the reciprocal of the dilution which 
gives 50% reduction in plaque count. . - 
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Taste I1.—Neutralizing Antibody Titrations (Antivaccinia and 
Convalescent Sheep Sera) 


| Antivaccinia Sera Convalescent Sheep Sera 
Virus 
Human 
Strain Rabbit 
Convalescent 1 2 
Serum Serum 
A.M.” = <10 60 60 
C.P.D. <10 | Not done 40 40 
Vaccinia 5,000 | 500 10 10 


patient showed only a slight rise in titre, which is of 
doubtful significance. 

As the virus of orf has the properties of a pox virus, 
some titrations were made to see if these antibodies 
had any action on vaccinia. It can be seen from Table II 
that they did not neutralize vaccinia, nor did antivaccinia 
sera neutralize these strains or C.P.D. virus, which 
confirms the absence of serological overlap that 
MacDonald found by complement-fixation titrations 
(MacDonald, 1951). 


Chorio-allantoic Inoculations 

Orf virus does not readily grow on the chorio-allantoic 
membrane of the chick embryo. Some freshly isolated 
strains have produced small pocks on the chorio- 
allantoic membrane and others have failed to produce 
any. Those which grew died out after three or four 
consecutive passages (Lyell and Miles, 1950; Greig, 
1956 ; Abdussalam, 1957). 


For comparison, sixth-passage tissue-culture fluid from 
Case 1 (strain ““A.M.”) was titrated in parallel with 
C.P.D. virus on the chorio-allantoic membranes of 
12-day-old chick embryos. Membranes harvested at 
four days showed a clearer picture than at two days. 
Both strains gave discrete opaque lesions up to 0.5 mm. 
in diameter which were macroscopically indistinguish- 
able. Strain “ A.M.” in a dilution of 1 in 10 gave some 
oedema of the membrane as well as discrete pocks, and 
higher dilutions produced pocks equivalent to a titre of 
about 10° pock-forming units per ml. Titrated in 
amnion the same fluid had a titre of at least 5 x 10* 
plaque-forming units per ml. The C.P.D. strain had a 
titre of about 5x 10* pock-forming units per ml. and 
about 1.5x 10° plaque-forming units per ml. As it 
seemed unlikely that the strains would propagate 
successfully by this method no subsequent passages were 
attempted. 

Electron Microscopy 

Observations on the morphology of the virus were 
made by a modification of the phosphotungstate negative 
staining method (Brenner and Horne, 1959) already 
described (Horne and Nagington, 1959). It is hoped 
to publish details of the technique in full in a separate 
communication. 

The particles often show a regular criss-cross or woven 
pattern which has not been previously described. It is 
hoped to discuss the significance of this elsewhere 
(Nagington and Horne, in the press). 


The usual form of virus particle seen is a symmetrical 
cylindrical structure which is convex at each end. It is 
uniform within a narrow range of size, except for 
particles which are apparently imperfect, and measures 
approximately 260x160 my. This gives a length/ 
breadth ratio of 1.62 and is in close agreement with the 
finding of Abdussalam and Cosslett (1957) that metal- 
shadowed particles of two C.P.D. strains measured 252 x 
158 mp with an axial ratio of 1.6, which was the highest 
figure they could discover among the pox viruses. 
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Discussion 

The lesion in Case 1 is an uncommon type of orf 
infection and has some resemblance to the herpetic 
whitlow described by Stern et al. (1959), which also 
begins as a vesicle and then assumes a pustular appear- 
ance, yet on incision yields no pus. But herpetic whitlow 
is characteristically painful, whereas the lesions of orf 
are not except when accompanied by secondary 
infection. 


The virus which was isolated in human amnion tissue 
cultures from the two patients would appear to be a 
strain of orf or C.P.D. It has been shown to produce 
a characteristic cytopathic change which in many ways 
resembles that of ovine C.P.D. virus in tissue cultures 
of sheep cells examined by Greig (1956) and Plowright 
et al. (1959). It is neutralized by the sera of convalescent 
but not uninfected sheep, and there seems to be a low 
level of neutralizing antibody detectable in the serum of 
convalescent patients. The lesions on the chorio-allantoic 
membranes of chick embryos are consistent with those of 
C.P.D. as described by Lyell and Miles (1950) and 
Abdussalam (1957), and the morphology as seen by the 
electron microscope is compatible with that described by 
Abdussalam and Cosslett (1957) for two C.P.D. strains, 
one ovine and one of human origin, but maintained in 
sheep, which were examined by a metal-shadowing 
technique. 


In addition to this an attempt was made to infect sheep 
with virus which had had several passages in human 
amnion, but, though some lesions were produced on the 
skin of the inside of the thigh, they regressed after seven 
to eight days, and it was thought that the virus might 
have lost some of its virulence for sheep after serial 
passage in human cells. This may be a similar pheno- 
menon to the rapid loss of pock-forming ability which 
occurs in chorio-allantoic-membrane culture. It remains 
to be seen whether the virus will continue to propagate 
in human tissue. So far seven serial passages have been 
made in human amnion without any apparent reduction 
in infective yield, but it may eventually require to be 
passed through sheep cells. 


Summary 


A virus identical with that of orf or contagious 
pustular dermatitis was isolated from two patients with 
lesions on the fingers who had been in contact with 
sheep. The presence of neutralizing antibodies in 
convalescent sheep and patients was demonstrated, and 
studies have been made of the morphology of the virus 
by electron microscopy which have revealed for the first 
time some details of the structure. 


We would like to express our gratitude to Dr. J. Seed for 
the phase-contrast photographs ; to Dr. A. O. Betts for the 
provision of sheep and their inoculation ; to Dr. C. Kaplan 
for the gift of antivaccinia serum: to Mr. A. J. King and 
Mr. S. W. Patman for the stained-preparation photographs ; 
and te Miss M. Lawrence for technical assistance. 
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Fic. 1.—Human amnion cell sheet: uninfected control. 


contrast photograph of unfixed preparation. 
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Fic. 2.—Human amnion cell sheet. Infected seven days earlier 
with virus from Case 1 (strain “‘ A.M.’’). There is gross 
destruction of the cell sheet, in which many holes have formed, 
the edges of which consist of highly refractile rounded cells. 
(Phase-contrast photograph of unfixed preparation X170.) 


Fic. 3.—Human amnion cell sheet: uninfected control. 
(Haematoxylin and eosin. x40.) 


Fic. 4.—Human amnion cell sheet seven days after inoculation with 
virus “ A.M.” : 
and deeply staining marginal cells. 


Characteristic cytopathic change with hol> formation 
(Haematoxylin and eosin. x40.) 


Fic. 6.—Human amnion. Two infected cells 


Fic. 5.—Human amnion showing early lesion four days after inoculation with 

virus “A.M.” Cells are becoming detached from glass surface, cytoplasm of which show pyknotic nuclei, condensation of 

infected cells stains more deeply, and nuclei of some have become pyknotic. perinuclear cytoplasm, and vacuolation of 
(Haematoxylin and - eosin. peripheral cytoplasm. (Haematoxylin and 


eosin. 1,000.) 
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Fic. 1.—Case 1. Radiograph taken on admission on December 30, 
1959, showing “ batswing” shadowing. 


Fic. 4.—Case 1. Section of lung showing cavities and 
dilated alveoli oa of “ honeycomb ” Pneumo- 
cystis organisms. (Haematoxylin and eosin. X75.) 


Fic. 2.—Case 1. Radiograph taken on February 8, 1960, 
showing left pneumothorax, large cyst in collapsed left upper 
lobe, and widespread cystic change in right lung. 


Fic. 3.—Case 1. Radiograph taken on February 14, 1960, 


showing re-expansion of left lung. There are fluid levels in a Fic. 5.—Case 1. Section to show Pneumocystis organisms. 
number of the larger cysts. (Periodic-acid-Schiff. 450.) 


Nov. 18, 1961 


HUMAN ORF 


BRITISH 


MEDICAL JOURNAL 1327 


Hodgson-Jones, I. S. (1951). Brit. med. J 795. 
Horne, R. W., and Nagin on, J. (1959). J. sel Biol., 4, 333. 


G. A., and Glover, R. E. (1951). "Lancet, 


Lyell, , and Miles, J. R. (1950). Brit. med. J., 1119, 
H. J., and (1960). Monthly Bull. Minist. 
Htth Lab. Serv., 19, 
National Veterinary Medical Association of Great Britain and 
Ireland (1944). Report on Diseases of Farm oe 
of Sheep, p. 39. N.V.M.A. Publica- 


Paul, 1958). and Tissue Culture, p. 68. Livingstone, 


: G. (1937). Brit. J. Derm., 49, 4 

Plowright W., Witcomb, M. A., and Ferris, R. D- (1959). Arch. 
ges. itusforsch.. 9, 214. 
m, .2., S. D. Millar, D. M., and Anderson, H. F. 
(1959). 2, 871. 


PNEUMOCYSTIS PNEUMONIA 


REPORT OF THREE CASES IN ADULTS AND 
ONE IN A CHILD WITH A DISCUSSION OF THE 
RADIOLOGICAL APPEARANCES AND 
PREDISPOSING FACTORS 


BY 
W. F. WHITE, M.B., B.S. 


House-surgeon 


H. M. SAXTON, M.B., F.F.R., M.R.C.P. 
Senior Registrar 


AND 


I. M. P. DAWSON, M.A., M.D., M.R.C.P. 
Reader in Pathology 


Departments of Radivtherapy, Radiology, and Pathology, 
Westminster’Hospital and Medical School, London 


(With SPECIAL PLATE] 


In recent years, as the treatment of certain chronic 
diseases has become more effective, a number of agents 
previously considered as innocuous have been found 
to behave as pathogens. They flourish especially in 
tissues freed from competing organisms or deprived of 
their normal power of resistance by the actions, often 
combined, of radiotherapy, cytotoxic drugs, and long- 
term administration of antibiotics and corticosteroids. 
The marked increase in the incidence of fungal infections 
such as moniliasis and aspergillosis is an example of 
the development of this kind of “ new ” disease. A less 
common disease which may arise under similar condi- 
tions is Pneumocystis carinii pneumonia. 
report three adult cases and one case in a child of 2 years. 
Though it is not always certain to what extent the 
organism has behaved as a pathogen, there is little doubt 
that its multiplication in the lungs in these cases is 
associated with debilitating disease and corticosteroid 
therapy. 


Pathological Methods 


Five or more blocks from the lungs representing at least 
one block from each lobe were examined in every case. 
All sections were stained with haematoxylin and eosin, 
periodic-acid—Schiff (P.A.S.) stain, and GémGri’s methen- 
amine silver method; Humperstone’s modification of 
Le Tan’s method (Symmers, 1960) was also used, but 
was less successful than Géméri’s technique in our 
hands. Gram stains and stains for fibrin were used 
as required. In Case 1, where pneumocystic infection 

D 


We here 


was suspected before death, the right lung was fixed 
after distension (Gough and Wentworth, 1960) and, in 
addition to routine sectioning, a giant section was 
prepared for us by Professor Gough. In the other three 
cases the lungs were not artificially distended. 


Case Reports 
Case 1 

A man aged 57 was diagnosed as having lymphosarcoma 
in 1954 following biopsy of a lymph node from the right 
supraclavicular fossa. A chest radiograph showed pro- 
nounced enlargement of hilar lymph nodes. Both sides of 
the neck and both axillae were irradiated, and he also 
received 43 mg of nitrogen mustard in 14 days. Later in 
1954 the chest and both groins were irradiated, after which 
the swelling of the hilar nodes regressed and he remained 
well until 1956, when he was found to have an enlarged 
spleen and enlarged lymph nodes in the neck, axillae, and 
groins. He received deep x-ray therapy to the abdomen, 
and in February, 1957, treatment with prednisone, 20 mg. 
daily, was started. He remained fairly well until November, 
1959, when he became orthopnoeic and developed a severe 
cough. In January, 1960, his chest symptoms worsened and 
he became febrile. He was given tetracycline, later changed 
to erythromycin and novobiocin, with temporary clinical 
improvement Lung biopsy was then performed and a pro- 
visiona] diagnosis of pulmonary alveolar proteinosis made. 
Following this he had a persistent left pneumothorax, which 
developed increasing tension necessitating decompression 17 
days after biopsy; this resulted in some surgical 
emphysema. After temporary improvement his condition 
again worsened, and he died in February, 1960. He had 
been on corticosteroid treatment for three years. 


Radiological Findings—A chest radiograph taken on 
February 13, 1959, before his final illness revealed only 
slight enlargement of the right hilum. On December 30, 
1959, a radiograph showed a bilateral “ batswing “ type of 
shadow more marked in the upper lobes and with some 
drawing up of the lesser fissure (Special Plate, Fig. 1). This 
shadowing had an over-all homogeneity, particularly on the 
“softer” films, but small translucencies. both rounded and 
tubular, could be seen within it. Many of these were 
obviously small air-filled bronchi; others presumably 
represented emphysematous air spaces. A penetrated film 
showed this more clearly. Though the consolidation was 
mainly central, producing a “ hilar flare” appearance, there 
was no clear-cut margin and peripherally the lungs had a 
“ ground-glass ” appearance extending to the chest wall in 
the upper lobes. No pleural reaction was present. The 
heart size was normal. By January 15, 1960. the consolida- 
tion was denser and more extensive, and penetrated films 
showed definite “cyst” formation in a number of areas, 
the largest cyst measuring about 1.5 cm. in diameter. A 
film taken after lung biopsy on January 22 showed extension 
of cyst formation in both upper lobes. There was a small 
left pneumothorax with a little basal fluid. The pneumo- 
thorax gradually increased until by February 8 there was a 
definite tension pneumothorax in the left upper zone with 
adherence of the lower lobe to the chest wall (Special Plate, 
Fig. 2). Further cystic change had occurred and a very 
large cyst was present in the collapsed left upper lobe. At 
this stage the pneumothorax was decompressed and the lung 
re-ex panded. 

The final film taken on February 14 showed multiple 
upper-lobe cysts, some with fluid levels (Special Plate, 
Fig. 3). There was fluid at the left base and widespread 
surgical emphysema following the decompression. 

Necropsy Findings—The trachea and bronchi 
contained blood-stained mucus. In the right lung (examined 
after distension and fixation) were a number of irregular 
cavities radiating out from the hilum, and having a multi- 
locular appearance attributed in part to the breaking-down 
of intervening lung tissue, as shown in the accompanying 
illustration. The walls of these cavities were predominantly 


4 
| 


1328 Nov. 18, 1961 


PNEUMOCYSTIS PNEUMONIA 


MEDICAL JOURNAL 


smooth and fibrotic, but in places were ragged. The 
cavities themselves contained yellowish, turbid fluid, which 
was not purulent. Distal to the cavities the lung appeared 
consolidated. Bronchi could not be traced into the cavities 
and there was no evidence of bronchiectasis. A similar 
appearance was present in the left upper lobe, but here, 
though the lung immediately surrounding the cavities was 
consolidated, the peripheral lung was congested but still 
aerated. The left lower lobe was relatively normal. A 
fibrinous exudate was present over each lung, but there was 
no fluid in either pleural cavity. 

Microscopically, there was diffuse pulmonary fibrosis with 
breakdown of many alveolar septa leading to cavity forma- 
tion, which was more widespread than the naked-eye 
appearance suggested. Many remaining alveoli were dilated 
and emphysematous. The cavities were filled with eosino- 
philic material, some of which stained as fibrin, and many 


Giant section of lung from Case 1 showing distribution of cystic 
spaces around hilum. 


contained finely vacuolated “honeycomb” material which 
stained positively with P.A.S. and Géméri’s methenamine 
silver and consisted of aggregates of Pneumocystis carinii 
(Special Plate, Fig. 4). In the areas of “ consolidation ” 
alveolar breakdown and emphysema were much less con- 
spicuous, but large aggregates of Pneumocystis organisms 
were present (Special Plate, Fig. 5); in a few places there 
was superimposed purulent inflammation producing 
localized zones of bronchopneumonia. There was no 
evidence of residual lymphosarcoma. 


Case 2 


In a man aged 35 Hodgkin’s disease was diagnosed in 
1947 after biopsy of a lymph node in the left supraclavicular 
region. Between 1948 and 1957 he received radiotherapy 
to both supraclavicular fossae, the chest, and the abdomen. 
A second biopsy in 1957 disclosed active Hodgkin’s disease, 
and he then received 36 mg. of nitrogen mustard over 16 
days. In February, 1960, he had a further course of deep 
x-ray therapy to the right groin and right axilla, and in 
March was started on prednisone, 20 mg. daily. In July, 
1960, he was admitted with pyrexia and rales at both bases 
and was treated with tetracycline, to which he responded. 
In September he was readmitted with productive cough, 
pyrexia, and anaemia (haemoglobin 6.6 g. per 100 ml.) and 
was treated with erythromycin with temporary improvement. 
Signs of congestive heart failure with cyanosis, respiratory 
distress, and pulmonary oedema then developed, and after 
a further temporary response to treatment, he died. He 
had received corticosteroid therapy for six months. 

Radiological Findings—For the 15 months up to July, 
1960, there had been no change in his chest radiographs, 
which showed bilateral upper-lobe fibrosis with elevation of 
the hila. There were linear shadows thought also to be 
fibrotic in the lower zones. On September 9 patchy shadow- 
ing had developed in both lower zones, and by September 
13 this had spread over both lung fields, being confluent 


in the left mid-zone and right upper lobe. There were 
small pleural effusions on both sides. The last film on 
September 15 showed further spread of the shadowing. 


Necropsy Findings—The trachea was healthy. Both 
lungs on section appeared beefy and oedematous; there 
were small, ill-defined indurated areas at the bases. 

Microscopically there was conspicuous fibrous pleural 
thickening with a fibrinous pleural exudate. A severe but 
patchy fibrosis was present in both lungs, associated with 
intimal thickening and atheromatous change in some of 
the larger pulmonary arteries. Many alveoli adjacent to 
the fibrosed areas were dilated, and a number of them 
contained typical honeycomb colonies of pneumocystis. 
Some pulmonary oedema was present. There was no 
residual evidence of Hodgkin’s disease. 


Case 3 

A man aged 30 was diagnosed as having Hodgkin’s disease 
in 1954 following biopsy of a lymph node in the neck. 
He received irradiation to the side of the neck and media- 
stinum, and remained well until 1958, when his condition 
deteriorated and radiography of the chest showed infiltration 
of the left lung by Hodgkin’s disease, left-sided pleural 
effusion, and a mediastinal mass indenting the left lung. 
He was given deep x-ray therapy to the left side of the 
chest and 40 mg. of nitrogen mustard over 16 days, after 
which he received prednisone, 30 mg. daily, and “ leukeran ” 
(chlorambucil), 6 mg. daily. Later he had 700 mg. of 
mannomustine and further x-ray treatment to the right 
groin, right axilla, and right supraclavicular fossa. At this 
time the daily dose of prednisone was increased to 45 mg. 
He was readmitted in April, 1960, with dyspnoea and 
cyanosis. His condition deteriorated and he died the same 
month, having had continuous corticosteroid therapy for 
18 months. 


Radiological Findings—A radiograph on January 11, 
1960, showed evidence of residual “ fibrotic ” left upper-lobe 
and right lower-zone shadowing, unchanged over the pre- 
ceding 15 months. On admission on April 6, 1960, there 
was patchy bilateral lowet-lobe shadowing, which by the 
9th had increased and become confluent on the right side. 
No pleural reaction was present. 


Necropsy Findings——The trachea was healthy. Nearly 
the whole of the right lung and the lower lobe of the left 
lung were solid and contained a number of firmer pale areas, 
not sharply circumscribed. Around the left hilum, but 
separate from the pale areas and clearly distinct from them, 
was a thicker collar of fibrous tissue attributed to irradiated 
Hodgkin’s disease. 

Microscopically, there was thickening and fibrosis of 
alveolar septa with little tissue destruction—changes 
attributable to irradiation pneumonitis. Some alveoli were 
dilated and emphysematous, and in a few of these there was 
the typical P.A.S.-positive, silver-impregnated honeycomb 
material of Pneumocystis carinii. Some pulmonary oedema 
was also present. There was no microscopical evidence of 
Hodgkin’s disease. 

Case 4 

This patient was a boy aged 2 years 5 months whose 
primary illness was diagnosed clinically as Letterer—Siwe’s 
disease. At the age of 8 months he presented with the first 
of a series of febrile episodes characterized by hepato- 
splenomegaly and transient x-ray lung shadows, both of 
which disappeared when the fever subsided; on one 
occasion tests showed disturbed liver function. In later 
episodes he developed thrombocytopenia and severe anaemia 
(platelet count 23.000 per c.mm., haemoglobin 8.4 per 
100 ml.), at first intermittent, later permanent. At his last 
admission in November, 1959, he had _ crepitations, 
bronchial breathing. and marked hepato-splenomegaly with 
intermittent pyrexia, but no other physical signs; blood 
cultures, agglutination reaction, and other relevant investi- 
gations were at all times negative. He developed ecchymoses 
and purpura and terminally a hypogammaglobulinaemia with 


4 
hig 
em. 
4 


Nov. 18, 1961 


PNEUMOCYSTIS PNEUMONIA 1529 


a very low serum A-globulin level; he died in February, 
1960. From the age of 8 months until death he had received 
prednisone up to 40 mg. daily, at first intermittently to 
control the febrile episodes, but continuously for the last 
three months of life ; he had also had intermittent treatment 
with tetracycline and erythromycin. 

Radiological Findings—Films during the final illness 
showed faint consolidation in both lungs, more obvious in 
the lower zones. The bronchi were visible as translucencies 
in the denser areas. No cysts were seen, nor was any pleural 
reaction noted. 

Necropsy Findings——The trachea and main bronchi con- 
tained thin purulent material. The cut surface of both 
lungs showed a curious mottled appearance consisting of 
small yellowish-white zones separated by apparently consoli- 
dated lung tissue. Some bronchi appeared dilated. There 
were a few small subpleural abscesses containing pus. Hilar 
lymph nodes were not enlarged. 


Microscopically, many bronchi were dilated and contained 
pus. Two lesions appeared to be present in the lungs, the 
basic lesion being a patchy but fairly widespread pulmonary 
fibrosis. Many individual alveoli between fibrotic areas 
were dilated, but there was little destruction of alveolar 
walls. Many dilated alveoli contained fibrinous exudate and 
masses of vacuolated “honeycomb” material. staining 
positively with P.A.S. and GémGri’s method. Superimposed 
on these lesions was a recent terminal bronchopneumonia 
with purulent alveolar exudation and abscess formation. 
There. was no evidence of any malignant disease of lymphoid 
tissue or of Letterer—-Siwe’s disease. In both adrenals there 
was complete lipid depletion, and appearances were 
consistent with prolonged cortisone administration. 


In none of the four cases was there any evidence of 
cytomegalic inclusions. 


Discussion 


Pneumocystis pneumonia in babies is well reviewed 
by Gajdusek (1957), and in adults by Rubin and Zak 


(1960). Its pathology has been adequately described 
by Baar (1955), Hamperl (1956, 1957), Ahvenainen 
(1957), Symmers (1960), and others. 

Many theories have been held as to the nature of the 
infecting organism. The Hungarian school, including 
Vanék, Jirovec, and Luke’ (1953), first placed it among 
the Haplosporidia, itself an indeterminate group. Csillag 
and Brandstein (1954) were able to culture it and to 
produce a similar disease to the human variety by 
inoculation into the lungs of rabbits and mice; they 
considered it a member of the genus Saccharomyces. 
Simon (1953) regarded it as a form of Candida and 
claimed to have reproduced a similar disease in guinea- 
pigs. Giese (1953), however, placed it among the 
Blastomyces. No. final conclusion has been reached. 
The subject is well reviewed by Gajdusek. 

Pneumocystis pneumonia is not uncommon in Europe 
in debilitated or premature children aged 6 weeks to 
6 months, in whom it is frequently described as inter- 
stitial plasma-cell pneumonia ; small epidemic outbreaks 
occur in hospitals, and plasma-protein levels, where 
estimated, have usually been normal (Ahvenainen). 
Cases among infants in Britain are rare; to the best 
of our knowledge seven have been reported up to the 
end of 1959 (Baar, 1955; Hutchison, 1955 a and b; 
Bird and Thomson, 1957; McKay and Richardson, 
1959; Russell, 1959), all sporadic, of which five had 
hypogammaglobulinaemia or agammaglobulinaemia. 
Wilson er al. (1960) found only eight cases in the United 
States ; the serum gammaglobulin levels were unrecorded 
in six and low in two. Twenty-six cases in infants 
have been reported from Canada (Berdnikoff, 1959 ; 
Junger and Wyllie, 1959; Hendry and Myers, 1959), 
but gammaglobulin levels were not recorded. 

Adult cases are rare in all countries. Rubin and Zak 
(1960) reported one case and reviewed 13 others, not 


Table Showing Reported Adult Cases of Pneumocystis Pneumonia 


Therapy 
Associated ‘ 
Author Year | (Years) | S¢* Disease Cortico- Irradia- otoxic Remarks 
steroid tion ee 
Chagas we .. | 1913 | Adult| M_ | Chagas’s disease No No No Probably Pneumocystis (see 
Delanoé and 1912) 
Van der Meerand Brug | 1942 21 M | Not recorded Not Not Not 
recorded . 
McMillan... és 1947 60 F Inclusion-disease No No No Diagnosed by Hamper! (1956) 
pneumonitis 
Vantk OS 60 F Hodgkin’s disease ” 
Wyatt etal. .. | oe 54 F | Cytomegalic inclusion 1 week » » Diagnosed by Hamper! (1956) 
neumonia 
28 M ccomansile inclusion “ Short ” ” ” ” ” ” 
pneumonia with Pseudo- time’”’ 
monas septicaemia 
Jirovec and Vanék .. | 1954 48 M | Chronic myeloid leukaemia Not Not Not Subclinical 
recorded 
Winslow and Hathaway| 1959 39 M | Lymphatic leukaemia Yes: a Yes No im 
not sta 
26 M_ | Hodgkin’s disease Not Not Not | Subclinical; seen on x-ray 
Symmers +4 ‘ 1960 34 F Wegener’s granulomatosis 21 days No No Subclinical 
a M Thrombotic purpura » ” ” 
37 M_ | Hodgkin’s d No Yes Yes +8 
Roos and Keller... 1960 37 M | Chronic myeloid leukaemia total 
1g. 
prednisone 
Rubin and Zak -» | 1960 78 M | Pemphigus 17 days No No eo 
Anderson and Barrie 1960 35 M | Primary Pneumocystis 2 ” ” Major infection 
meumonia 
Williams e7 al. | 25 M. inclusi ? Subclinical 
ly disease 
Robinson... o 1961 38 M | Chroni itonitis Not Not Not Subclinical 
recorded recorded recorded 
37 M Hodgkin’s disease ” ” Yes ” : 
White et al. ae 1961 57 M_ | Lymphosarcoma 3 years Yes Major terminal infection 
communica- Hodgkin’s disease months ” Subclinical 
n, ” ” ” ” 


i 
Note.—An attempt was made to summarize the antibiotics used, but since in many cases the 


not given, and in some cases the antibiotic used was not recorded, no useful information result 4 


n cases where no record of treatment is given, therapy is marked as “ not recorded. 


corticosteroids, irradiation, or cytotoxic drugs are not mentioned, they are recorded as not having been given. 


of time for which any antibiotic was administered was 
Where full or reasonably full details of treatment are given, and 
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all of which were proved ; two more are mentioned by 
Robinson (1961) and one each by Anderson and Barrie 
(1960) and Williams er al. (1960). In the great majority 
of adult cases the plasma-protein levels are not 
recorded; in the last two cases mentioned they were 
normal or slightly raised. The fact that we have seen 
three adult cases in 18 months suggests that the 
condition is in fact not uncommon but often passes 
unrecognized. 


Predisposing Factors 

Our four cases have certain factors in common with 
each other and with those described by Rubin and Zak. 
All had cyanosis and respiratory distress without marked 
physical signs. In Cases | and 4 these were attributed 
directly to Pneumocystis infection, while in Cases 2 and 3 
they were probably due to pulmonary oedema. The 
three adults certainly and the child probably suffered 
from malignant disease of the reticulo—endothelial 
system ; this by itself is unlikely to be a predisposing 
factor, since involvement of the lungs in such conditions 
is not uncommon, while Pneumocystis infection is 
apparently rare. The treatment these cases received 
may, however, have predisposed to infection. All of 
our four cases, and six of the other cases recorded in 
the Table, had continuous long-term corticosteroid 
therapy for three months or more before death. There is 
experimental evidence that corticosteroids may encourage 
the growth of Pneumocystis. Pliess and Trode (1958) 
produced infection in rats by the administration of 
penicillin and cortisone, and Ricken (1958) obtained 
similar results with cortisone only, which presumably 
promoted the growth of Pneumocystis organisms already 
present in the lungs as saprophytes. Similarly Sheldon 
(1959a), in a series of experiments on rabbits, found 
not only that cortisone facilitated the growth of a 
suspension of Pneumocystis organisms introduced into 
the lungs but that a control group of rabbits given 
cortisone alone also developed Pneumocystis infection, 
presumably from saprophytes. Such latent infection is 
found in other animals (Carini and Maciel, 1915). 
Pneumocystis is said also to be a saprophyte in man 
(Weisse and Wedler, 1954), and subclinical infections 
resembling the latent infection in rabbits have been 
described by Sheldon (1959b) as occurring in children 
who had not received corticosteroids; it seems that 
long-term corticosteroid therapy might well promote 
the growth of the organism as Sheldon suggests. Now 
that such therapy is common it will be interesting to see 
whether more cases occur. 

Other possible factors influencing the development 
of the disease are long-term antibiotic therapy, which 
may encourage the growth of Pneumocystis by inhibiting 
the growth of other organisms in the respiratory tract ; 
administration of cytotoxic drugs ; and radiotherapy to 
the lung. The last two factors may act by damaging 


the lung and so encouraging the growth of saprophytes. . 


It is doubtful whether they have any direct effect on 
the growth of the organism ; irradiation of rats did not 
enhance the lesions of Pneumocystis (Goetz and 
Rentsch, 1957). 


Gamma-globulin Levels 
In the majority of adult cases the gamma-globulin 
levels are either normal or unrecorded ; hypogamma- 
globulinaemia is probably uncommon. Analysis of the 
disease in children suggests that there may be two types: 


one, more common in Europe, in which the cases may 
be epidemic, the age incidence is below 6 months, 
gamma-globulin levels are normal, and plasma cells 
occur in the interstitial tissue of the lung; the other, 
more common in Britain and America, in which the 
cases are sporadic, the age incidence is slightly older 
(often up to 12 months), hypogammaglobulinaemia is 
common, and plasma cells are not a feature. Ricken’s 
work on rats suggested that animals with low resistance 
showed Pneumocystis in colonies in the lungs without 
reaction, while those with more resistance developed 
chronic interstitial inflammation. Hypogammaglobulin- 
aemia is associated with lowered resistance to many 
forms of infection, and this may partly account for 
the lack of interstitial inflammation in non-European 
cases. Most adult cases are sporadic and serum globulin 
levels have not been adequately investigated ; further 
investigations of globulin levels in suspected cases are 
needed. In children with respiratory disease whose 
gamma globulins are at a low level or absent the 
possibility of Pneumocystis infection should therefore 
be entertained. 


Histopathology 

The histological diagnosis of Pneumocystis infection 
is not difficult if the condition is suspected and specific 
stains are used. The question arises, however, as to 
how much the comparatively extensive pathological 
change seen in the lungs in adult cases is due directly 
to Pneumocystis infection and how much to the 
original disease with or without treatment by irradiation. 
In the majority of cases in infants—though our Case 4 
is an exception—previous lung damage is unlikely, and 
the changes of interstitial pneumonia with masses of 
organisms in dilated alveoli found in the lungs may 
properly be attributed to the Pneumocystis infection. 
The accompanying emphysema may be caused by large 
masses of intra-alveolar parasites acting as ball-valves 
and obstructing expiration or may be a compensatory 
emphysema following interstitial inflammation with 
fibrosis. In our 3 adult cases, however, the pulmonary 
fibrosis is more than would be expected in an uncom- 
plicated interstitial pneumonia, and we feel that the 
greater part of the change in these cases was due to 
antecedent disease or reaction to irradiation, though in 
Case | the cyst formation was probably direcily due to 
the Pneumocystis infection. 


Radiological Aspects 

Full accounts of the radiological evolution of the 
disease in children have been given by Garsche (1951), 
Jacob (1954), and Bori and De Marco (1955). Garsche 
described three stages: that of oedema (better termed 
the exudative stage), that of collapse, and that of 
emphysema. This division is used for descriptive 
convenience and different stages may coexist. 

In the first or exudative stage there is a ground-glass 
shadowing in both upper and middle zones maximal 
around the hila and obscuring the heart outline. It is 
usually relatively symmetrical and gradually extends 
outwards and downwards, though the lower zones 
laterally, and particularly the costophrenic regions, tend 
to be spared. This corresponds with the stage of 
proteinaceous exudation into the alveoli and multi- 
plication of the parasite within them. The bronchi 
remain “dry” and may show as translucencies through 
the area of consolidation. 
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With the onset of the second stage—that of collapse— 
the shadowing loses its homogeneity. Multiple areas 
of lobular collapse occur, giving a finely mottled 
appearance. Intervening small areas of emphysema 
may produce a honeycomb effect. Later the areas of 
collapse become confluent and ragged with an irregular 
distribution. 

In the third stage—that of emphysema—the areas of 
emphysema grow larger, and are particularly marked 
in the lower zones and anteriorly with flattening of the 
diaphragm. There may be not only pulmonary emphy- 
sema, but interstitial, mediastinal, and subcutaneous 
emphysema. Pneumothorax may also occur, often with 
little collapse because of the rigidity of the affected 
lung. Pneumopericardium has been described. 


At any stage enlargement of hilar lymph nodes or 
pleural involvement is unusual unless there is secondary 
infection. 


Our Case 4 had radiological changes consistent with 
Stage 1 of the disease, but at necropsy some of the lung 
shadowing was found to be due to bronchopneumonia. 
Of the adult cases, only Case 1 showed a picture similar 
to that of the infantile disease, and in this respect 
appears unique among reported cases. When first seen 
the case was in early Stage II with ground-glass 
shadowing peripherally and an early honeycomb 
appearance centrally, best seen on more penetrated films. 
This later coarsened and spread peripherally with, 
ultimately, marked cyst formation. Though the 
pneumothorax was initially due to operation, its 
persistence was almost certainly associated with the 
cyst formation. 

The other two adult cases showed a nondescript 
pattern of patchy consolidation becoming confluent in 
places. This was shown later to be due in part to 
pulmonary oedema, which was in fact the radiological 
diagnosis. Most adult cases will be of this kind, with 
scattered areas of infection occurring terminally and 
without characteristic features. The differential 
diagnosis will include bronchopneumonic consolidation, 
pulmonary oedema, pulmonary infarct, pulmonary 
eosinophilia, or even infiltration by reticulosis. Only a 
knowledge of the clinical background may lead to the 
suggestion of Pneumocystis pneumonia among other 
possibilities. 

In Case 1 the possible diagnoses considered were 
pulmonary alveolar proteinosis, chronic pulmonary 
oedema, atypical Hodgkin’s infiltration, and sarcoidosis. 
Of these, only pulmonary alveolar proteinosis seemed 
at all likely, and the lung biopsy appeared to bear out 
this diagnosis. The appearances described in alveolar 
proteinosis (Rosen ef al., 1958) are similar, but the 
shadowing is usually more basal in distribution, and, 
although areas of emphysema may occur, cyst formation 
is not mentioned. Even were the similarity greater, 
the clinical background would still weigh the diagnosis 
in favour of Pneumocystis infection, since pulmonary 
alveolar proteinosis usually occurs in previously healthy 
subjects and, with some exceptions, has not followed 
corticosteroid therapy. 


Summary 
Pneumocystis pneumonia was found in three adults 
and one child aged 24 years. The adults had histo- 
logically proved and the child clinical evidence of 
primary malignant disease of lymphoid tissue. All had 


“Goetz, and Rentsch, 


received long-term corticosteroid and antibiotic therapy ; 
the adults had also had cytotoxic drugs and radiotherapy. 


Review of these cases suggests that Pneumocystis 
pneumonia should be considered when cyanosis and 
breathlessness are out of proportion to physical signs, 
or when unexplained pulmonary consolidation is present 
in the later stages of reticulosis. A consideration of 
treatment received suggests that long-term corticosteroid 
therapy predisposed to the condition, and review of the 
experimental literature supported this view. There is 
some evidence that in children the disease may present 
in two forms, depending on the general resistance, and 
that poor resistance may sometimes be linked with low 
gamma-globulin levels. 


We wish to thank Dr. I. M. Anderson and Dr. K. 
Newton for permission to publish clinical details of their 
patients; Dr. A. D. Morgan for the necropsy reports on 
Cases 2 and 3; Dr. P. Kerley and Dr. B. Strickland for 
advice on the radiological appearances; and Professor J. 
Gough for help and encouragement and for the giant section 
of lung illustrated. 
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Preliminary Communications 


Infective Pneumoconiosis due to 
Anonymous Mycobacteria 


The chief hazard of pneumoconiosis in Britain is the 
complication known as progressive massive fibrosis 
(P.M.F.). The origin of P.M.F. is widely held to be 
tuberculous, but although tubercle bacilli were isolated 
by Rivers et al. (1957) in 35% of cases at necropsy, 
Carpenter et al. (1956) found only 1.7% positive in life. 
Such findings indicate that tuberculosis is generally 
terminal and not necessarily causative. The object of 
the present note is to suggest that the organisms known 
aS anonymous mycobacteria may be responsible for 
many cases of P.M.F. Although less virulent than 
tubercle bacilli, these bacteria can cause disease 
indistinguishable from tuberculosis and have been 
suspected of a particular association with pneumo- 
coniosis (Marks and Trollope, 1960). Experimental 
infection with anonymous mycobacteria is reported by 
Byers and King (1959) to be aggravated by the 
administration of coal-mine dust. 

The pneumoconiosis medical panels of South Wales 
have been accustomed to submit to this laboratory 
specimens of sputum from patients with P.M.F. who 
present any indication of a tuberculous infection. Since 
February, 1960, however, sputum examination has been 
extended to all the P.M.F. cases seen, without any 
selection. The unexpected consequence of this change 
has been a sharp increase in the incidence of anonymous 
mycobacteria, not observed in the remainder of the 
laboratory’s material. 


The accompanying Table compares the incidence of 
anonymous mycobacteria during the 12 months after 
selection of cases was discontinued- (designated 1960) 
with that in the previous seven years. The numbers of 
each of the three main types—photochromogens (P), 
scotochromogens (S), and non-chromogens (N)—are 
shown in parentheses, A control group is included of 
men aged 40 or more attending the Cardiff Chest Clinic, 
few of whom suffer from P.M.F. The size of this 
control group was calculated from the total of Cardiff 
males submitting specimens and a sample of 1,500 
analysed for age. Approximately 1.2 specimens of 
sputum were submitted per patient in each series. 


Comparison of Incidence of Anonymous Mycobacteria 


Patients Yielding Incidence 


Total Anonymous of 
No. of Mycobacteria Positive 
Patients Cases 
Repeatedly Singly 


Unselected P.M.F.cases 1960} 554 | 5(IP, 4N) | 6 2.0% 
Selected P.M.F. cases 1953-9 1,590 2 (SP, IN) | 4(1S,3N)| 0-7% 
Controls 1953-60 .. 6.576 | 2(2P) 20 


Strains of anonymous mycobacteria isolated 
repeatedly from morbid material in the absence of other 
pathogens may be regarded presumptively as causing 
infection, whereas those isolated on only one occasion 
can usually be disregarded as contaminants. However, 
the incidence of strains isolated singly was far higher in 
P.M.F. cases than in the controls. Follow-up of the 
positive P.M.F. cases was very limited, especially in the 
unselected group, and its improvement would no doubt 


have increased the proportion of cases positive 
repeatedly. It is possible also that some of the strains 
isolated singly from P.M.F. cases were derived from 
infections of short duration. In any event, infection by 
anonymous mycobacteria was at least 30 times, and 
possibly 60 times, as common in unselected P.M.F. cases 
as in the controls. 


The photochromogen and non-chromogen types of 
anonymous mycobacteria are chiefly responsible for 
infection in Britain. The additional yield of anonymous 
strains in 1960, when the less seriously ill P.M.F. 
patients were examined, appears to have been limited 
to non-chromogens, suggesting that these cause the 
milder infections. This presumption accords with the 
relative virulence of the two types experimentally and 
with the experience of Kamat eft al. (1961) that 
symptomless infections are more often due to 
non-chromogens. 


Of the series of 554 unselected P.M.F. cases seen by 
the medical panel, 2.7% had tubercle bacilli in their 
sputum compared with 2.0% having anonymous myco- 
bacteria. It is probable that infections by the latter are 
mostly short-lived and that they would be shown by 
bacteriological study of individual patients over a period 
to be more frequent than active tuberculosis. The 
normal habitat of anonymous mycobacteria is unknown, 
but no doubt many are free-living and frequently 
inhaled. The capacity to resist their invasion appears to 
be impaired in pneumoconiosis, and, since their potential 
pathogenicity is well established. it seems reasonable to 
regard these organisms as seriously as tubercle bacilli 
in the aetiology of P.M.F. Further observation might 
best be directed at pneumoconiotics who have not yet 
developed P.M.F. and include a study of skin sensitivity 
to the appropriate mycobacterial antigens. 


I am grateful to Dr. R. W. Thomas, Senior Medical 
Officer, Pneumoconiosis Medical Panel, Cardiff, for his 
co-operation and to Miss Diane Besley for help with 
records. 

J. Marks, M.D., M.R.C.P., Dip.Bact., 


Tuberculosis Reference Laboratory 
(Public Health Laboratory Service), Cardiff. 
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Proposals for new regulations to replace the existing Food 
Standards (Soft Drinks) Order, 1953, have been issued. The 
proposals include specific descriptions for the labelling of 
soft drinks made from citrus fruits or the juice of citrus 
fruits, They will revise the standards of composition for 
some of these drinks, increasing the minimum sugar require- 
ments and reducing the maximum permitted quantity of 
saccharin. They also require that where soft drinks contain 
saccharin this must be declared on the label, and specify the 
acids permitted for use in soft drinks. The proposed 
regulations will apply to all sales, including sales in bottles 
or containers by caterers, but not to sales in glasses or cups. 
Copies of the proposals can be obtained from Food Stan- 
dards Division, Ministry of Agriculture, Fisheries and Food, 
Great Westminster House, Horseferry Road, London S.W.1 
(Telephone : Victoria 8511, ext. 6295). Comments on them 
should be forwarded to the Division by December 8. 


] 
| 
| 
| 
‘ 


Nov. 18, 1961 


MEDICAL MEMORANDA BRITISH 1333 


MEDICAL JOURNAL 


Medical Memoranda 


— 


A Case of Familial Incidence of Ectopia 
Vesicae 


Ectopia vesicae is a congenital anomaly of the urinary 
tract characterized by failure of development of the 
anterior part of the bladder opening on to the infra- 
umbilical anterior abdominal wall, which is deficient. 
In males this anomaly is associated with a rudimentary 
penis which shows an epispadias deformity of the 
urethra. The pubic bones are separated at the symphysis 
by a fibrous band and there is commonly an associated 
inguinal hernia. 

This distressing condition occurs approximately once 
in every 30,000-40.000 births, and is more frequent in 
males than in females, the ratio being approximately 
four to one. It is estimated that in the United States 
each year a minimum of 100 children are born with 
this anomaly. 


The following case is of interest because it illustrates 
the occurrence of this condition in two successive male 
children’ born to the same parents. We have been able 
to trace only three other instances of the familial 
incidence of this condition in the literature. These cases 
were reported by Higgins (1943, 1958), in the United 
States of America, and included one case in twins. 


Case REPORT 


The mother, aged 28, has been healthy throughout her life 
and, apart from ckildish complaints, has had no serious 
illnesses. She has had no radiological examinations other 
than mass radiography of the chest some few years before 
her marriage, and has had no obvious contact with ionizing 
radiation or radioactive isotopes. The father, also aged 28, 
is a healthy man and has had no serious illnesses. He has 
had no radiological examinations other than routine chest 
x-ray films in 1951 and 1953. He is employed as an aircraft 
maintenance engineer at London Airport, and has had no 
contact with radioactive materials. There is no family 
history of congenital anomalies occurring in either side of 
the family. 


The mother first became pregnant in 1957 after 18 
months of married life. The pregnancy proceeded unevent- 
fully and she was delivered of a full-term living male infant 
weighing 6} Ib. (3.060 g.) on February 14, 1958, after a 
labour lasting three and half hours. The child showed 
typical ectopia vesicae, epispadias, and right inguinal hernia. 
There was no evidence of any other congenital! anomaly 
and the infant thrived. There was no evidence of maternal 
rubella during pregnancy. The mother became pregnant 
for the second time in 1959, and the pregnancy proceeded 
uneventfully except that the foetus presented by the breech 
at 30 weeks but had undergone spontaneous version by 
32 weeks. She was delivered of a living male infant at full 
term weighing 63 lb. (3.060 g.) on February 29, 1960, after 
a labour lasting 12 hours. This child, like the first, showed 
typical ectopia vesicae. There was no evidence of any other 
congenital anomaly, and the child thrived. The mother did 
not suffer from maternal rubella during pregnancy. 

The first child was operated on at Great Ormond Street 
Hospital at the age of 6 months, when the bladder was 
turned in and the abdominal wall deficiency repaired. At 
the age of 24 years he was thriving and was passing urine 
through the epispadias, but had little or no bladder control. 

The second child was operated on at the age of 3 months 
at Great Ormond Street. It was found that the bladder 


was too small to be turned in and implantation of the 
ureters into an ileal loop and uretero-ileostomy was per- 
formed. At the age of 6 months he was in good health. 
It is hoped at some later date to perform a plastic repair of 
the bladder, utilizing the ileal loop to enlarge the bladder 
capacity (ileocystoplasty). 


COMMENT 


Ectopia vesicae occurring in two successive male 
children of the same parents is reported. This 
occurrence is of extreme rarity. 

None of the known predisposing factors to the 
development of congenital anomalies such as maternal 
rubella, radiological pelvimetry, or exposure to ionizing 
radiations appear to exist in this case. It is probable 
that genetic factors play an important causative part 
in this instance. 

The occurrence of more than one case in the same 
family, although rare, is significant, as a question often 
posed by the parents is—Doctor, if I have another child, 
is there a possibility of its having a similar defect ? 
Although familial occurrence is rare, the mother must 
be told that it is a remote possibility. 


LEONARD H. GLaser, M.B., B.S., D.Obst.R.C.0.G. 
A. P. RossITer Lewis,* M.B., B.S., D.P.M., D.P.H. 
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Fascioliasis Presenting as a Localized 
Hepatic Mass 


Human infection with the trematode Fasciola hepatica 


_is becoming increasingly recognized. It was the first 


trematode found to be the cause of disease and the 
first to have its life-cycle described (by Leuckart in 1883). 
From this description the life-cycle of all digenetic 
trematodes was elucidated. 


Paul (1927) found only 47 cases of human infection. 
Biirgi (1936) found 186 cases. Facey and Marsden 
(1960), however, reviewed reports covering several 
hundred cases throughout the world. They traced 16 
cases in Britain and added six cases occurring as an 
outbreak. 


A further case is reported because of the interesting 
way in which the disease presented. It produced a 
discrete hepatic mass for which laparotomy was 
performed, with surgical removal of the mass. Only 
after repeated examinations of the specimen was an 
immature fluke found, allowing the diagnosis to be made. 


CasE REPORT 

An Egyptian physician aged 48 was admitted to Charing 
Cross Hospital in October, 1959. He had had right upper 
abdominal discomfort for five months, occurring irregularly 
and unrelated to meals, with nausea, anorexia, and gradual 
but marked loss of weight. The bowels were regular. A 
vague mass was found in the right upper abdomen one 
month before his arrival in England, and a low-grade 
pyrexia was noted. Except for four years in Edinburgh, 
the patient had lived all his life in Egypt. 

He was much underweight, and his temperature was 
99.5° F. (37.5° C.). In the right upper quadrant of the 
abdomen was a rounded mass, approximately 7.5 cm. in 
diameter, lying anteriorly, moving on respiration, dull to 
percussion, and not tender. The spleen was not felt. 

*Since this report was written Dr. A. P. Rossiter Lewis has died. 
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In four specimens of stool, no pus cells, red cells, ova, 
cysts, amoebae, or worms were seen. The white blood cells 
numbered 14,300/c.mm., with 20% eosinophils. The Casoni 
skin test for hydatid disease was positive on three occasions 
in Egypt. At Charing Cross Hospital a weakly positive 
reaction was obtained. Chest x-ray and barium-meal ex- 
amination, cholecystogram, and excretion urogram were 
normal, but barium-enema films showed depression of the 
hepatic flexure of the colon. 

At laparotomy there were two partially cystic masses in 
- the right lobe of the liver, the larger being 7.5 cm. in 
diameter. Partial hepatectomy was performed, inciuding 
both masses in the specimen. The rest of the liver appeared 
pale and firm, and the spleen was enlarged; no other 
abnormality was found in the abdomen. 


Depression of the hepatic flexure of the colon, seen on barium- 
enema radiograph, ree - by the hepatic mass containing 
asciolae. 


Histological section of the specimen showed multiple 
foci of granulomatous reaction, tuberculoid in type, with a 
necrotic core, partially coagulative, partially caseous, and 
liquefying. Some foci contained eosinophils and Charcot- 
Leyden crystals. Subsequent search revealed a fluke in one 
of the dilated bile-ducts which, though a good deal smaller 
than the mature fasciola, was confirmed as an immature 
example of this fluke. 

The patient made a rapid recovery and after three weeks 
was transferred to the Hospital for Tropical Diseases. Re- 
peated stool and rectal snip examinations revealed no ova 
or cysts, but the fasciola complement-fixation test was 
strongly positive. 

Treatment with chloroquine, 300 mg. twice daily for 
three weeks, was well tolerated by the patient, his tempera- 
ture settled almost to normal, and the eosinophil count fell 
from 20% to 2%. 


COMMENT 


Although the specimen of fluke was too immature 
for the species to be identified, it was most likely to be 
F. hepatica. The immaturity explains the absence of 
a fully developed syndrome and the fact that ova were 
not found in the faeces, since it takes a minimum of 
three to four months for the fluke to reach sexual 
maturity. Had the operation been delayed for a few 
weeks the patient might have developed higher fever 
and abdominal pain and have had ova in the faeces. 


The localized mass in the liver, depressing the hepatic 
flexure of the colon, was the first physical sign in this 
patient. Arenas et al. (1948) found hepatomegaly in 
38 out of 52 cases. 


I thank Mr. Norman C. Tanner, who operated upon the 
patient, for permission to report this case. Dr. H. I. 
Winner and Dr. Sidney Shaw performed the bacteriological 
and haematological investigations at Charing Cross Hospital. 
Professor W. St. C. Symmers reported upon the specimen 


of liver and found the fluke, which was examined by Mr. 
Pester, of the London School of Hygiene and Tropical 
Medicine. Professor A. W. Woodruff investigated and 
treated the patient at the Hospitdl for Tropical Diseases. 


R. M. Kirk, M.B., F.R.CS., 
Senior Surgical Registrar, 
Hampstead General Hospital, London. 
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Arenas, R., 


Recurrent Thrombosis of Mesenteric Veins 
Complicating Cirrhosis of Liver 


Although thrombosis of the portal vein occurs in 
approximately 11% of cases of hepatic cirrhosis (Hunt, 
1958 ; Walker, 1959), thrombosis of the mesenteric veins 
is uncommon in such cases (Hunt, 1958). When 
thrombosis of the portal vein occurs in the absence of 
cirrhosis, portal hypertension results and is not infre- 
quently accompanied by cavernous replacement of the 
vein. In this condition, which may be difficult to 
distinguish clinically from cirrhosis, mesenteric venous 
thrombosis is common ; it is given as the cause of death 
in almost half the reported cases (Klemperer, 1928 ; 
Simonds, 1936 ; Gibson and Richards, 1955 ; Parker and 
Seal, 1955). Most of these reported cases had experi- 
enced several attacks of abdominal pain during periods 
varying from a week to several years before death. 
Various suggestions have been made to account for these 
attacks. 


The following case is one of portal hypertension due 
to hepatic cirrhosis, in which recurrent attacks of severe 
abdominal pain had occurred for three months before 
death from intestinal infarction. The necropsy findings 
in this case indicate that these attacks were due to 
recurrent bouts of thrombosis in the mesenteric veins. 


Case REPORT 


A man aged 39 was first admitted to hospital on January 7, 
1959, with a 24-hour history of jaundice and intermittent 
attacks, for two months, of low back pain, anorexia, and 
nausea with some vomiting. He had had vague abdominal 
discomfort for several years but no previous episodes of 
jaundice. There was gross hepatosplenomegaly, and this, 
together with the laboratory findings, suggested a diagnosis 
of virus hepatitis superimposed on hepatic cirrhosis of 
obscure origin. The jaundice gradually cleared, but one 
week after discharge he was readmitted with pneumonia ; 
this responded well to treatment. 

During the next three months he was subject to attacks 
of abdominal pain occurring at intervals of about a week. 
It came on suddenly in the epigastrium, radiated through 
to the back, and was severe and continuous, lasting about 
two hours; he vomited frequently. Between episodes he 
had vague intermittent discomfort in the right hypo- 
chondrium., 

On May 15 he had an attack of pain and vomiting which 
persisted. It was identical with previous attacks except that 
it was more severe; after several days he passed blood 
per rectum, and was readmitted to hospital five days after 
the onset. 

At laparotomy (Mr. J. Hadfield), 18 in. (46 cm.) of the 
lower ileum was gangrenous, and was resected. The veins 
in the excised mesentery were thrombosed, but the arteries 
were patent. Twenty-four hours after operation severe 
abdominal pain recurred ; large amounts of blood-stained 
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fluid were passed per rectum and aspirated from the stomach, 
and he lapsed into hepatic coma and died. 

Summary of Necropsy Findings.—Eight feet (240 cm.) of 
small intestine was infarcted. The large intestine contained 
much blood in its lumen but was otherwise normal. The 
superior mesenteric artery and its major branches appeared 
normal, but the superior mesenteric vein was completely 
occluded by thrombus which was firmly adherent to the 
vein on one side. Most of it was pale and laminated, but 
some at the periphery was dark red. The veins draining 
the infarcted segment contained dark-red thrombus not 
adherent to the vessel. The portal vein was partially 
occluded by similar thrombus, which extended into its left 
branch but not into the mesenteric vein. There was no 
thrombus in the splenic, renal, and femoral veins or the 
venae cavae. The liver was enlarged (2,470 g.) and of a 
hobnail type. The spleen was also enlarged (1,165 g.) and 
adherent to the diaphragm and abdominal wall. The gail- 
bladder, bile-ducts, and pancreas were normal and contained 
no calculi. The oesophagus showed dilated veins at its 
lower end ; the stomach and duodenum were normal. 

Histological Examination.—Sections of the superior 
mesenteric vein showed thrombus, very evidently of different 
ages. Most of the vessel was lined by a layer of organized 
thrombus ; in places this consisted of dense fibrous tissue ; 
other areas contained numerous new blood-vessels ; many 
of these were distended with red cells and there was some 
haemorrhage into the organized areas. Internal to this 
there was old thrombus which had a laminated appearance 
and contained no recognizable red cells ; it was becoming 
organized in places. Finally, there was a relatively small 
zone of recent thrombus consisting of well-preserved red 
cells lying between columns of platelets. The internal elastic 
lamina was intact, but was reduplicated in places. A section 
through a tributary where it joined the main trunk showed 
complete organization and recanalization ; the new vessels 
were congested and there was again some haemorrhage 
around them. Several sections through the peripheral 
mesenteric veins showed only recent thrombus, though one 
vessel contained a zone of intimal fibrosis similar to that 
described as occurring in portal hypertension (Stuart and 
Magarey, 1960). The portal vein showed a similar picture, 
with organized thrombus in some places and more recent 
thrombus in others. The liver showed the usual histo- 
logical changes of portal cirrhosis. The spleen showed 
chronic venous congestion. 


DISCUSSION 


The striking and noteworthy feature in this case was 
the occurrence of episodes of severe abdominal pain 
during the last three months of life. These attacks were 
undoubtedly akin to those described in patients with 
cavernous replacement of the portal vein and attributed 
by Simonds (1936) to traction on the peritoneum and 
pressure on nerves by the dilated veins in the hepato- 
duodenal ligament. Martin and Klages (1930) thought 
that recurrent pancreatic necrosis accounted for such 
attacks because three out of four cases which they 
described had thrombosis in the pancreatic veins as well 
as in the mesenteric veins ; one had areas of fat necrosis 
and two others had fibrosis of the pancreas. Klemperer 
(1928) and Hunt and Whittard (1954) diagnosed 
mesenteric venous thrombosis when abdominal pain and 
distension occurred in a patient with portal hypertension. 
These patients recovered without operation, so the 
diagnosis was never proved, but there was a dramatic 
improvement in Hunt and Whittard’s case shortly 
after the administration of heparin. Hunt (personal 
communication) has since encountered several patients 
with cirrhosis in whom recurrent attacks of abdominal 
pain have preceded the demonstration of laminated 


thrombus in the portal and mesenteric veins ; he regards 
such attacks as an indication for cautious treatment 
with anticoagulants. Gibson and Richards (1955) also 
believed thromboses in the smaller mesenteric veins to be 
the most likely explanation for the attacks of pain, 
though they were unable to confirm that this had 
occurred in their cases. 

In the present case there was clear evidence of 
recurrent thrombosis in the superior mesenteric and 
portal veins, this being the only finding which could be 
related to the recurrent attacks of abdominal pain. This 
relationship is further emphasized by the fact that the 
pain accompanying the fatal intestinal infarction was 
similar to the previous attacks, differing only in its 
severity and persistence. 

Thrombosis of the mesenteric veins is usually followed 
by intestinal infarction, but it is clear from reports in 
the literature that infarction is not inevitable. The 
superior mesenteric vein has been resected on occasion 
without harmful effect (De Bakey, 1950; Child, 
Holswade, McLure, Gore, and O’Neill, 1952), and a 
case was described by Child et al. in which, after ligation 
of the portal vein, thrombosis occurred in the superior 
mesenteric vein and all the veins draining the upper 
third of the jejunum, without symptoms. There are 
other cases recorded in which recovery occurred without 
intestinal resection, even though laparotomy revealed 
thrombosed mesenteric veins and _plum-coloured 
oedematous bowel (Laws, 1916 ; Luke, 1943 ; other cases 
are quoted by Jorpes, 1946). In these latter cases there 
was a severe circulatory disturbance of the bowel which 
nevertheless did not lead to infarction. Such cases 
occur rarely, but in portal hypertension anastomotic 
channels are well developed and thrombosis of the 
mesenteric veins may well result in a temporary 


- circulatory disturbance rather than actual infarction. 


Patients with portal hypertension due to cirrhosis of 
the liver or portal vein thrombosis are obviously 
susceptible to a variety of causes of severe abdominal 
pain; when no other cause can be demonstrated, 
thrombosis of the mesenteric veins is to be suspected 
and consideration given to anticoagulant therapy. 


We thank Dr. E. J. Blair, Mr. H. B. Young, and H.M. 
Coroner Mr. C. O. Langley for permission to publish this 


case. We are grateful to Dr. S. C. Dyke for his helpful 
comments on the manuscript.’ 


A. G. CHAPPELL, M.B., Ch.B., 


Formerly Medical Registrar, New Cross Hospital, 
Wolverhampton. 


G. Watters, M.D., M.R.CLP., 
Consultant Pathologist, Wolverhampton Group. 
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GYNAECOLOGY DOWN-UNDER 


Gumerioay for Students. By Lance Townsend, M.D., 
B.S., F.R.C.S.(Edin.), F.R.A.C.S., F.R.C.0.G., D.T.M.&H. 
(Pp. 331; illustrated. 63s.) Melbourne: Melbourne Univer- 
sity Press. London: Cambridge University Press. 1 


Professor Townsend has written a sound, sensible, and 
succinct text for his students, and his publishers have 
responded with a well-produced book. The principles 
and practices described are those of the Melbourne 
Medical School—for example, the preferred treatment 
for cancers of the uterus, cervix or body, is radiotherapy 
followed by surgery. Nevertheless national references 
are few, and, if gynaecological tuberculosis is noted as 
rare but mostly seen in New Australians, the advice that 
at the menopause “the best tonics are sedatives” 
suggests that some immigrants may originally have 
crossed the Irish Sea. 

Of the illustrations many are borrowed and all are 
clear, but they are not specifically referred to in the text. 
One disadvantage of this arrangement is exemplified by 
the description of Simmonds’s syndrome being accom- 
panied by a photograph with a legend referring to 
Sheehan’s syndrome. Welcome features of the book 
include a section on the management of incurable 
cervical cancer, a reasoned discussion of carcinoma-in- 
situ, and a chapter on sterility and marriage guidance. 
On the other hand abortion and ectopic pregnancy are 
not considered in detail though these conditions figure 
largely in differential diagnosis in gynaecology. 

Professor Townsend's textbook will no doubt become 
a standard work for Australian medical students, but 
its virtues are likely to ensure it an even wider circulation 
and popularity. 

S. BENDER. 


MOLECULAR GENETICS 


Molecular Genetics and Human Disease. Edited by Lytt I. 
Gardner, M.D. (Pp. 297+xviii; illustrated. 92s.) Sprin 

field, Illinois: Charles C. Thomas. Oxford: Blackwell 
Scientific Publications. 1961. 


The links now being forged from genetics at the level 
of molecular structure of the gene to the molecular 
structure of the protein products of the gene and then 
to the clinical features of human disease are one of 
the major achievements of science in this century. This 
book is based on a symposium held in April, 1959, at 
the State University of New York at Syracuse to which 
many of those responsible for these developments 
contributed. Dr. Crick describes the Watson—Crick 
hypothesis of the structure of D.N.A., the carrier of 
genetic specificity. Dr. Ingram describes his discoveries 
of the way the gene-determined differences between 
haemoglobins may depend on single amino-acid sub- 
stitutions. Biochemical geneticists give an account 
of some of the gene-determined inborn errors of 
metabolism. Dr. Russell describes his work on the 
efficacy of radiation in inducing gene mutation in mice. 
Rather off the main theme, but interesting, are an 
account of the chromosome abnormalities associated 
with Klinefelter’s and Turner’s syndromes (Professor P. 
Polani) and an intricate discussion on the balance 
between mutation and selection in relation to the fitness 
of animal and human populations. 

Books based on symposia inevitably tend to be out of 
date, but many of the developments described are 


classical, and the drawback applies chiefly to the section 
on chromosome abnormalities. To overcome this a 
further chapter has been added describing developments 
in the discoveries of chromosome abnormalities in man 
up to mid-1960. 

This book can be strongly recommended to medical 
practitioners who want to know something of the striking 
developments in the more fundamental aspects of 
genetics. 

C. O. CARTER.. 


CARDIAC ARRHYTHMIAS 


The Cardiac Arrhythmias. A Guide for the General 
Practitioner. By Brendan Phibbs, M.D. (Pp. 128; illus- 
trated. 56s.) St. Louis, Missouri: The C.V. Mosby 
Company. London: Henry Kimpton. 1961. 


This book has the merit of being designed primarily 
for the general practitioner. It is short, to the point, 
precise, dogmatic, and written without flourish in a 
straightforward and compact style This makes for easy 
reading. Furthermore, the text is supplemented by 
simple diagrams and numerous illustrative electro- 
cardiograms. The author’s teaching is sound and 
helpful. Controversial issues are avoided. 

Unfortunate'y, Dr. Phibbs puts more emphasis on 
the interpretation of electrocardiograms in disorders of 
rhythm than on the help which the doctor is likely to 
obtain by the application of simple clinical methods. 
A critical approach to the patient's attitude and 
demeanour, the nature of his illness, the behaviour of 
his pulse, the rate and action of his heart on auscultation, 
and the movement of the venous waves in his neck 
can go a long way towards the elucidation of most 
of the arrhythmias. Hence, the book will make less 
appeal to the general practitioner in this country, who 
does not yet use the electrocardiograph as much as he 
might, than in the country of the book’s origin. where 
cardiography is in the hands of the many—perhaps too 
many. The fact is that clinical methods and electro- 
cardiography are mutually complementary, and no 
clinician can hope to master the diagnosis of the 
arrhythmias without a sound working knowledge of 
these disturbances as depicted in the cardiogram. 
Cardiac arrhythmias are common, confusing, and hence 
often misdiagnosed and inappropriately treated. This 
book does much to clarify the situation. 

One of the most helpful chapters is devoted to that 
toxic arrhythmia now seen with increasing frequency 
and directly attributable to the prolific use of potassium- 
depleting diuretics. In the heart thus sensitized to digitalis 
a curious arrhythmia—atrial tachycardia with block— 
is liable to occur. It is often unrecognized, confused 
with fibrillation or flutter, and treated with further doses 
of digitalis, which may well prove fatal. 

In the United Kingdom senior students and the junior 
ranks of the hospital service are likely to profit more 
from this book than general practitioners, who have 
fewer opportunities to check their clinical findings 
against corresponding electrocardiograms. 


A. Rage GILCHRIST. 


ORBELI HONOURED 


Problems of Evolution of Physiological Functions. A collec- 
tion dedicated to the 75th birthday of L..A. Orbeli. (Pp. 162. 
No price.) Moscow, d: Academy of Sciences, 
U.S.S.R. 1958. 
This group of 16 papers is apparently written by pupils 
and workers trained directly or at one remove by 
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Orbeli. It illustrates well his catholic interest in almost 
all aspects of physiology and his gift for inspiring 
workers with enthusiasm. All of them show an interest 
in the development and alteration of function, whether 
in the embryo, neonate, or adult, or in disease. Ten are 
of neural or neuromuscular work in the problems 
studied. The others treat of straight prenatal physio- 
logy, of hypoxia, the anterior pituitary, and the kidney. 
All are important and should be examined carefully by 
those attending to the fields covered. Unfortunately, 
not one paper has a bibliography. Where names and 
works of non-Russian authors are quoted in the text 
they are limited and without dates or page references. 
Inclusion of references to modern literature together 
with critical appraisal of relative experiments would be 
of great value to the monograph. 

Nevertheless, it is clearly a joyous venture by a group 
of Russian physiologists paying noble testimony to a 
great Russian scientist, one with which the reviewer 
would willingly be associated, the more so as it carries 
his memory back to the occasion of meeting Orbeli and 
his great chief, Pavlov. 

A. St. G. HuGGcETT. 


OPERATIVE DENTISTRY 


A Operative By H. M. Pickard, 
F.D.S. R.C.S.(Eng.), R.C.S.(Eng.), L.R.C.P.(London). 
(Pp. 35s.) New York, Toronto: 
Oxford University Press. 1961. 


This book, designed primarily for students, endeavours 
to set out in simple terms the principles of conservative 
operative dentistry and the techniques employed. To 
describe techniques in words is always a formidable 
task. They are, however, here described with clarity, 
and the illustrations which back up the text are excellent. 
The writer has very wisely chosen not to include the 


whole gamut of conservative methods, including those - 


that have long passed into limbo, and has concentrated 
instead on modern practical techniques which should 
be used by the student and the practitioner, even should 
he be an expert in the subject. There has been a need 
for such a book for some time, and the author is to be 
congratulated on having produced such a good one. It 
can be recommended to students with confidence as 
being short, sensible, and practical, and many an 
experienced practitioner would find points of value in it. 


ALEXANDER B. MACGREGOR. 


SABIN VACCINE IN EASTERN EUROPE 


The Control of Poliomyelitis Poliovirus Vaccine. 
Edited by J. Weissfeiler. (Pp. «illustrated. 37s. 6d.) 
Budapest: Akademiai Kiado. tase: Collet’s. 1961. 


This volume contains a series of papers on mass 
immunization in the Soviet Union, Czechoslovakia, East 
Germany, and Hungary with live polio-vaccine prepared 
from the Sabin attenuated strains, and also papers on 
field trials of the vaccine, its laboratory control, neuro- 
virulence tests, and combined immunization. The book 
is divided into two parts and has an introductory address 
on neonatal immunization with oral vaccine by Dr. 
Albert Sabin, whose pioneer work on the attenuation of 
these strains made possible the studies reported here. 
The first part is a record of the experience of mass 
immunization in the Soviet Union, Czechoslovakia, and 
East Germany. One cannot but be impressed by the 
magnitude of this undertaking: which must rank as the 
most extensive vaccination programme in the history of 
medicine. As a result of it in the two years 1959-60 


“ 


90 million people in Russia and 93% of the child 
population in Czechoslovakia were immunized. A good 
case is made for the advantages of live over killed 
vaccines in the particular epidemiological setting of these 
vast areas. Economy, the ease of administering vaccine 
to vast numbers, an administrative problem much 
simplified by the presentation of the Russian vaccine in 
the form of dragée-candy, and the failure of killed 
vaccine materially to affect the course of epidemic 
poliomyelitis—these were deciding factors in the trials. 
Only the broad picture can be obtained from these 
reports and it will be found that a number of important 
details such as vaccine dosage are not clearly described. 
Details of the killed vaccine and its use are even 
scantier. 

The second part contains a series of communications 
from Hungary. Vaccination was made compulsory, and 
as in the other countries a notable decrease in the 
incidence of poliomyelitis was recorded. Other papers 
report results of virological and serological studies 
on vaccinated people, neurovirulence tests, and the 
simultaneous administration of live vaccine with B.C.G. 
and also with triple antigen. 

This volume is well produced, but some of the tables 
and figures in the second part lack clarity. Its value 
would have been enhanced if the reports of the discus- 
sions had been included. Despite these criticisms it will 
be found useful for reference purposes and as a record 
of the first major attempt to eradicate poliovirus as a 
human pathogen. 

J. A. DUDGEON. 


A YEAR’S MEDICINE 


Annual Review of Medicine. A. 
P. Creger. Volume 12. 55+ vii. 
California: Annual Revlon 1961 

The subject-matter of an annual review must inevitably 

be arbitrary and wide-ranging. Certain topics in the 

present volume select themselves—for instance, medical 
problems of space flight (Schwichtenberg), radiation 
hazards (Hempeimann), and the only British contribu- 
tion (by Melrose on extracorporeal circulation). But 
others such as placental physiology (Prystowsky), 
respiratory problems of the newborn (Cook), and 
psychometrics (Winder) must presumably have been 
included because these disciplines have not yet got their 
own annual reviews. Surely no physician could 

encompass all the topics discussed. How then can a 

reviewer, anxious to advertise the excellence of this 

volume. as widely as -possible, succeed There is 


Strong , physiological and biochemical emphasis, with 


chapters on acquired tubular disorders (Relman and 
Levinsky), iron metabolism (Beutler), bile-pigment 
metabolism (Klatskin), porphyrins (Eales), neuro- 
endocrine relationships (Farrell and Rauschkolb), and 
investigation of pulmonary function (Gaensler). 

Some of the best articles are the shortest: the mal- 
absorption syndrome (Rubin), the myocardiopathies 
(Robin) with seventy-five causes listed, and post- 
gastrectomy syndromes (Welch and Ellis), in which, 
however, there is no mention of pulmonary tuberculosis 
as a complication of partial gastrectomy. Of practical 
value are the sections on side-effects of antimicrobial 
drugs (Simon and Rantz), oral hypoglycaemic agents 
(Marble), and psychotherapeutic drugs (Brodie ef al.). 
Others deal with various aspects of viruses, neoplasia, 
dermatology, and hormones. Each article has an 
extensive bibliography, though the usual American 
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practice of listing papers by number rather than alpha- 
betically makes for some difficulty in locating the key 
references. There is a cumulative index to the last four 
volumes of the Annual Review, which will tempt those 
unfamiliar with this excellent series. 

A. PATON. 


TO SEA FOR PLEASURE 


The Ship Would Not Travel Due West. By David Lewis. 
fe. “a illustrated. 21s.) London: Temple Press 
td. 


Many doctors are sailors. Here is one who has done 
what most of us have dreamed of—a westbound-crossing 
of the Atlantic under sail. But single-handed, this one, 
and in a race. 

The 1960 Transatlantic Race produced five intrepid 
single-handers, among them David Lewis in a Vertue—a 
well-tried deep-sea design of five-tonner, conventionally 
rigged. All the entrants enjoyed a refinement unknown 
to former ocean passage-makers—a self-steering gear 
that afforded relief from the long stints of tiller-work. 

Dr. Lewis’s special interest, naturally enough, was 
medicine. He got together with the Medical Research 
Council to organize a log of the behaviour of each 
isolated homunculus. Total isolation in strenuous and 
frightening conditions is rare, and this adventure 
provided an opportunity of studying the eating and 
sleeping rhythms of man under stress and away from 
social pressures. An attempt was also made to record 
his psychological state. 

While the tabulated results are no doubt still being 
digested in computers for the benefit of astronauts, Dr. 
Lewis gives us his own story. It is matter-of-fact and 
wholly credible, being more sophisticated and more 
introspective than the average run of deep-sea logs. 
None of the emotions he portrays seem unexpected or 
inappropriate, even the depersonalized and unreal 
feelings that have been reported so often. 

In itself the voyage over and back fits the pattern of 
all such adventures: gales, storms, and frights abound. 
But calms abound even more. Dr. Lewis took fifty-four 
days to cross, and on thirty-seven days there were calms. 
Total calm amounted to over seven and a half days. 
What with calm at one extreme and endless headwinds 
at the other it is easy to comprehend the old sailors’ 
aphorism, “He who goes to sea for pleasure would 
go to hell for a pastime.” 

The book is well produced and illustrated, and the 
track charts seldom fail to key in with the story. But 
Dr. Lewis is in for trouble: he has entirely omitted 
Ireland from his chart of the voyage home. 


REGINALD BENNETT. 


AGGRESSION IN MENTAL HOSPITALS 


A Sociological Contribution to the Understanding of Aggres- 
sion and its Treatment. Based upon Social Research 
performed at Netherne Hospital, Coulsdon, Surrey. By M.S. 
Folkard, Ph.D., B.Sc.(Soc.). Foreword by R. K. Freudenberg, 
M.D., D.P.M. (Pp. 176+ix. 7s. 6d.) Coulsdon, Surrey: 

Netherne Hospital. 1961. 


The aim of this study was to record aggressive acts of 
mental hospital patients and to inquire into the circum- 
stances under which they occurred. The author is a 
sociologist who has received training in mental nursing. 
He spent a great deal of time in two disturbed wards 
as an observer and recorded the patients’ behaviour 
according to a rating scale. The acts of aggression 
observed were striking, kicking, window smashing, and 


so on. There was less aggressive behaviour in the male 
than in the female disturbed ward. This appeared to 
be partly due to differences in the attitudes of male 
and female nursing staff to discipline. The younger 
female patients were the most aggressive, especially 
those with low intelligence. Employment helped to 
reduce aggression. Epileptics were relatively more 
aggressive than others. Reserpine did not make a 
marked difference. The introduction of a more 
permissive and consistent ward discipline resulted in a 
reduction of aggression and so did the unlocking of the 
doors. 

The author stresses the need for viewing aggressive 
behaviour in the mental hospital not only as a sign of 
illness but also as a problem of the ward group. The 
results of this study are in keeping with those reported 
by other students of behaviour in the mental hospital. 
The author observes that doctors tend to underrate the 
amount of aggression manifested by their patients. 
Studies such as this could serve as models for investi- 
gations into manifest aggressive behaviour of populations 
noi living in mental hospitals. 

E. STENGEL. 


DISORDERS OF THE GULLET 


Surgery of the Esophagus. By Raymond W. Postlethwait, 
d Will Camp Sealy, M.D. (Pp. 482+xiii; illus- 
£12.) Springfield, [inois: Charles C. Thomas. 
Oxford: Blackwell Scientific Publications. 1961. 


Books which deal with oesophageal diseases are often 
uneven and out of date, but here is a work in which 
th-. balance is good and the opinions given authoritative 
and modern. The authors have provided a full account 
of nearly all the known disorders of the gullet and have 
combined their own experiences with those of others 
to make this a valuable reference book as well as a 
practical exposition of the subject. 

It would be difficult to select individual sections for 
special notice, but the account of hiatus hernia, based 
on modern views, should do much to remove many of 
the false impressions on this subject. The text contains 
good illustrations, a number of tables based on 
personally collected information, and a long list of 
references. The final chapter in the book deals with 
anatomy and physiology, and once one has become 
accustomed to the reversal of traditional order it makes 
an attractive ending. 

This is not only a book for the surgeon or endoscopist 
but a valuable source of reference for anyone who has 
to deal with the oesophagus. 

T. HOLMES SELLORS. 


THE EMBALMER’S ART 


Mortuary Science. By Frederick C. Gale. Foreword 
Theodore J. Curphey, M.D. (Pp. illustra 
76s.) Springfield. Ifinois: Charles C. Thomas ord: 


Blackwell Scientific Publications Ltd. 

Though this book is produced with care and 
competence its title is somewhat misleading, for it is 
almost exclusively devoted to embalming: it is therefore 
unlikely to have more than a limited appeal to others 
than those devoted to the art. 

The author has obviously taken a great deal of trouble 
in itS preparation as can be seen from the references 
and illustrations. For this reason it is of interest from 
the historical point of view—perhaps even more so 
because it originates from the city which is alleged to 
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have been the inspiration of Evelyn Waugh’s The Loved 
One, where embalming is practised on a scale far greater 
than in Britain. 

The first part, which is devoted to changes after death, 
is of importance and interest because in some areas of 
the U.S.A. the mortician has an important role in the 
detection of deaths from violence, and hence must be 
cognizant of such information. At the price, the book 
must, however, be regarded as luxury reading. 


F. E. Camps. 


NEUROMUSCULAR DISORDERS 


Neuromuscular Disorders. (The Motor Unit and _ Its 
Disorders). Proceedings of the Association for Research in 
Nervous and Mental Disease, December 12 and 13, 1958. 
Volume XXXVIII. Editors: Raymond D. 
Lee M. Eaton, M.D., G. Milton Shy, M.D. (Pp. 813-+xx: 
£8.) London: Bailligre, Tindall and Cox. 


Interest in disorders of the muscles and the neuro- 
muscular junction has increased greatly in the last 15 
years, partly due to careful clinical studies and follow-up 
of patients but also to improved technical methods in 
evaluation of muscle biopsies, of electromyography, and 
of biochemical studies of muscle. This interest has 
been acknowledged by the Association for Research in 
Nervous and Mental Disease, which for the first time 
since the annual meetings started in 1920 devoted its 
1958 meeting to this subject. This volume is the 
expanded proceedings of the meeting. 

It is a book of the greatest value to anyone interested 
in the subject. It combines the virtues of a first-class 
clinical textbook with excellent reviews of the anatomy, 
physiology, and pathology of muscle and the neuro- 
muscular junction, of muscular disorders in animals, 
and of the experimental production of myopathies. 
It is probably the best comprehensive account of the 
subject at present available and the illustrations are in 
keeping with the high quality of the text. As with other 
books based on proceedings of conferences, however, 
it is doubtful whether it is worth recording permanently 
the presumably abbreviated and extempore comments 
of members taking part in the discussion of the papers. 


J. W. ALDREN TURNER. 


SINGLE WOMEN 


The Single Woman. Her era to Life ont Love. 
By Laura Hutton, B.A.Lond., Eng., L.R.C.P.Lond. 
Foreword by David ati D., FERC. P., D.P.M. 
oe. 132+xv. 12s. 6d.) London: Barrie and Rockiiff. 


The book is a revised edition of the author’s The Single 
Woman and Her Emotional Problems, first published 
in 1935. At that time the problem of “surplus ” women 
was a serious one because of the devastation of the first 
world war. Fortunately, so far as this country is con- 
cerned at least, the second world war was nothing like 
so destructive of potential and actual husbands as the 
first, so that there is not now a problem of surplus 
women ; the problem of the near future may indeed be 
that of surplus men. However, there are still some 
women who for one reason or another choose spinster- 
hood or have it thrust upon them. Thotigh the status 
and opportunities of the single woman have improved 
enormously since the “thirties she still has difficulties to 
face arising out of her need to adjust to a life in which 
the norma! fulfilment of a woman’s instinctual and 
emotional needs is lacking. This book attempts to help 
her to adjust to her problems and also to help those who 


are called upon to advise her. The author discusses the 
problems of the loneliness of the single woman and the 
substitutes for a normal sex life. She devotes a chapter 
to the problems of female homosexuality. 

The author’s psychological approach is tempered by 
a deep spiritual feeling. She is to be congratulated on 
this book, which will greatly help those for whom it 
is intended. 
A. W. BEARD. 


BOOKS RECEIVED 


Review is not precluded by notice here of books recently received, 


Traumatic Aphasia. A Study of Aphasia in War Wounds of 
the Brain. By W. Ritchie Russell, C.B.E., M.D.(Edin.), D.Sc. 
(Oxon.), F.R.C.P(Edin. and Lond.), and M. L. E. Espir, M.A., 
M.B., B.Chir., M.R.C.P.(Lond.). (Pp. 177; illustrated. 38s.) 
London: Oxford University Press. 1961. 


The Facts of Mental Health and Illness. 
Stallworthy, M.B., Ch.B. (Pp. 227. 24s.) Christchurch, New 
Zealand: N. M. Peryer Ltd. 1961. 

Therapie-Fibel der Inneren Medizin fiir Klinik und Praxis. 
By Sven Moeschlin. (Pp. 662+xxiv; illustrated. DM. 38.) 
Stuttgart: Georg Thieme Verlag. 1961. 


Cleft Palate and Speech. A Surgical Study including Observa- 
tions on Velopharyngeal Closure during Connected Speech, 
Using Synchronized Cineradiography and Sound Spectrography. 
By Bengt O. Nylen. (Pp. 124; illustrated. Sw. Kr. 25.) Obtain- 
able from: Acta Radiologica, Stockholm 2, Sweden. 


The Kidney. An Outline of Normal and Abnormal Structure 
and Function. By H. E. de Wardener, M.B.E., M.D., F.R.C.P. 
Second edition. (Pp. 374+viii; illustrated. 50s.) London: 
J. and A. Churchill. 1961, 


Prevention of Mental Disorders in Children. Initial Explora- 
tions. Edited by Gerald Caplan. (Pp. 425+xii. 42s.) London: 
Tavistock Publications. 1961. 


Ciba Foundation Symposium on Somatic Stability in the 
Newly Born. Editors for the Ciba Foundation: G. E. W. 
Wolstenholme, O.B.E., M.A., M.B., M.R.C.P., and Maeve 
B.A. (Pp. 393 + xii; illustrated. 50s.) London: 
J. and A. Churchill Ltd. 1961. 

Biological Activity of the Leucocyte. In Honour of Professor 
A. Vannotti. Ciba Foundation Study Group No. 10. Editors 
for the Ciba Foundation: G. E. W. Wolstenholme, O.B.E., M.A., 


M.B., M.R.C.P., and Maeve O’Connor, B.A. (Pp. 120; illus- 
trated. 12s. 6d.) London: J. and A. Churchill Ltd. 1961. 
Histology. By Arthur W. Ham, M.B., F.R.S.C., and Thomas 


Sydney Leeson, M.A., M.D., B.Ch.(Cantab.). Fourth edition. 
(Pp. 942+xv; illustrated. 85s.) London: Pitman Medical 
Publishing Co. Ltd. 1961. 


Der Kaiserschnitt im Rahmen der Heutigen Geburtshilfe. 
By I. Zoltan. (Pp. 210. No price.) Budapest: Verlag der 
Ungarischen Akademie der Wissenschaften. 1961. 


Velopharyngeal Function in Connected Speech. Studies, using 
Tomography and Cineradiography Synchronized with Speech 
Spectrography. By Lars . Bjork. (Pp. 94; _ illustrated. 
Sw. Kr. 25.) Obtainable from: Acta Radiologica, ‘Stockholm > 
Sweden. 1961. 


Determinants of Infant Behaviour. Proceedings of a Tavistock 
Study Group on Mother-Infant Interaction heid in the House 
of the Ciba Foundation, London, September 1959. Edited by 
B. M. Foss. (Pp. 307+xv; illustrated. 42s.) London: 
Methuen and Co. Ltd. New York: John Wiley and Sons Inc. 
1961. 


A Manual of Psychiatry. By K. R. Stallworthy, M.B., Ch.B. 
Fifth edition. (Pp. 386. 30s.) Christchurch, New Zealand: 
N. M. Peryer Limited. 1961. 


Dunham's Premature Infants. 
M.D. Third edition. (Pp. 578+ xii; 
York: Paul B. Hoeber, Inc. 1961. 


‘ Stroke’ Rehabilitation. The Transactions of a One-day 
Conference held at the Livery Hall, Guildhall, London, wry 
June, 1961. Chairman: C. Bruce Perry, M.D., F.R.C 

(Pp. 80. 10s. 6d.) London: Chest and Heart Association. 


By William A. Silverman, 
illustrated. $15.) New 
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The Review Body was one of the things wrapped up 
in the package deal the Government more or less 
forced the profession to accept in its settlement in 
1960 of a claim for increased pay made in 1956. The 
Review Body has not yet been set up. The 
Representative Body passed a resolution at Sheffield 
this year to the effect that the Council should urge 
the Government to get a move on.’ At its meeting 
on October 25, the Chairman of Council, referring to 
this resolution, regretted that no statement had yet 
been made.* Yet the Association has made repeated 
representations. Apart from a letter in the Supplement 
two months ago on this subject, there would appear 
to be little interest in the matter. Or it may be that 
the profession as a whole is anxious not to spoil its 
public image by asking awkward questions about the 
promised mechanism for adjusting the payment of 
doctors working in the Health Service. Certainly 
doctors would not wish to add to the country’s 
economic difficulties by appearing to press for an 
increase in remuneration at a time when the rest of 
the community is being asked to agree to a pay pause. 
Nevertheless this silence on the part of the profession 
should not be misunderstood as acquiescence in the 
Government’s inaction. When Mr. Macmillan was 
asked a question® in the House of Commons on July 
27, he said he was sorry that “ they had not succeeded 
in getting agreement on the Body [Review Body], 
but he had pointed out that, as it was not expected 
to go into action again for a considerable period, they 
should be able to complete the Body in good time.” 
(Our italics.) The Pilkington Report expected the 
new levels of pay to remain unchanged for at least 
three years from 1960: the profession made its claim 
in 1956. 

It might be useful to recapitulate some of the facts 
about this review mechanism. The Pilkington Report 
recommended the setting up of the Review Body for 
three reasons: (1) to avoid recurrent disputes about 
remuneration ; (2) to give doctors and dentists “ some 


1 Brit. med. J, Suppl, 1961, 2, 45. 

2 Ibid., 1961, November 4, p. 186. 

% Brit. med. J., 1961, 2, 391. 

‘ wa te ees Choice, 1961. Institute of Economic Affairs, London. 
's. 6d. 


5 Brit. med. J., 1957, 1, 527. 
* Brit. med. J. Suppl., 1960, 2, 116. 


assurance that their standards of living will not 
be depressed by arbitrary Government action”; and 
(3) “ to avoid a situation in which the taxpayer has to 
pay more than he should towards the remuneration 
of doctors and dentists.” The Report recommended 
that after consultation with the medical and dental 
professions the Government should appoint a Review 
Body consisting of a chairman and six other persons 
of eminence and authority. The terms of reference 
were, “To advise the Prime Minister on the 
remuneration of doctors and dentists taking any part 
in the National Health Service.” It was suggested 
that the three principal factors which might be 
considered most relevant for the Review Body to 
consider would be “ changes in the cost of living, the 
movement of earnings in other professions, and the 
quality and quantity of recruitment in all profes- 
sions.” The Pilkington Report considered it was 
undesirable to make frequent changes of remunera- 
tion, and that the aim should be to keep it stable 
“for periods of at least three years if possible. . . .” 

The Royal Commission on doctors’ and dentists’ 
remuneration, set up in 1957 in reaction to a claim 
for increased remuneration made by the medical 
profession in 1956, reported in 1960. In 1956 the 
claim was for an increase of 29% for the 
profession as a whole. Once the package deal 
had been accepted, and account being taken of 
interim awards, the settlement, retrospective to 
January 1, 1960, was for 22%. The Pilkington 
Report makes it plain that in response to the 1956 
claim the Government decided “they could not 
consider it because of the economic circumstances 
of the time.” If we may refer once again to the 
remuneration of general practitioners, we may note 
that according to the economist D. S. Lees‘ the 
Danckwerts Award restored the average real incomes 
of G.P.s in 1950-1 to their pre-war levels. By 1959, 
Dr. Lees states, the average earnings of general 
practitioners had increased by 9% and prices by 
334%. The real value of G.P.s’ income, then, was 
reduced by some 20%. Again according to Dr. Lees, 
the general standard of living of the community rose 
by 22% during the same period. “In short,” he 
writes, “the standard of living of G.P.s went down 
by a fifth while that of the community in general 
went up by about as much.” The great economic 
disadvantage suffered by the profession as a result 
of nationalization is obvious from this and similar 
observations made by Professor Jewkes. 

In his statement about the Royal Commission at 
the beginning of 1957,5 Mr. Macmillan said: “One 
of the purposes of the Royal Commission will be 
to clear up this situation [created by the Spens 
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Reports and the Danckwerts Award] and to lay down 
a system which, through the years, will be more 
workable and more acceptable.” Fourteen months 
ago, in a discussion by the Central Consultants and 
Specialists Committee on the Review Body, its 
chairman, Mr. H. H. Langston, expressed the 
opinion that the Review Body would have to start 
its work straight away, and he envisaged that “we 
should produce material for the Review Body within 
the next year.”* The Association has been busy 
collecting the necessary facts, but in the absence 
of a body to which to forward evidence the value 
of it will become increasingly irrelevant as each half- 
year passes by. At the same meeting of the C.C. 
and §. Committee, Dr. T. Rowland Hill made a 
pertinent point when he said that there had been a 
lack of discussion on the Review Body: “ Everybody 
had said that it was the most important feature of 
the Royal Commission’s Report, yet it had been the 
subject of the least consideration.” Dr. Hill thought 
detailed attention should be given to a number of 
matters arising out of its proposed mechanism for 
reviewing payment of doctors working in the Health 
Service. For example, would the Minister allow 
hospital medical staffs alone, and general practi- 
tioners alone, to approach the Review Body, or 
must it be the profession as a whole? When we 
falked about the medical profession having access 
to the Review Body, what exactly did this mean ? 
Did it mean access by any one of the numerous 
professional organizations, or different groups within 
them? Perhaps even more important than this is 
the question, What is meant by direct access? So 
far as it is possible to understand from the various 
statements on this, such access is to be through the 
letterbox. In fact the Pilkington Report approached 
the question of the Review Body in order “to 
introduce some new machinery in place of direct 
negotiation for dealing with important financial 
changes.” 

No one can feel otherwise than dissatisfied with the 
present position, and the continued neglect of the 
Review Body. As in 1956 so in 1961 the economic 
circumstances rule out any question of further 
consideration by the Government of payment of 
doctors in the N.H.S. Although we may assume that 
the profession will respond to the present Govern- 
ment’s plea for a pause, it would feel happier in doing 
so if it knew that the Review Body was established, 
knew its constitution, knew what exactly are to be 
its terms of reference, and in particular knew whether 
or not it will in any major review of remuneration 
have the right to argue its case direct across the table 
as well as indirectly through the letterbox. 


THE PLATT REPORT 


In a written reply to a question about the Platt Report 
in the House of Commons on November 9, the 
Minister of Health said: “The Government, with 
the agreement of the medical profession, accept the 
main principles of the Report. The profession has 
reserved its position on the precise type of inter- 
mediate grade that may be required, its extent, title, 
and salary. These matters will be further considered 
following the review of medical staffing in accordance 
with the principles of the Report which will now be 
undertaken.” The decision to set up the Working 
Party on “ Medical Staffing Structure in the Hospital 
Service” was as much as anything else brought about 
by the unsatisfactory position of senior registrars in 
medicine, surgery, and in obstetrics and gynaecology. 
This was in part due to the return to civilian life of 
those who had acquired registrar status during the 
war years, and in part due to extravagant promises 
made about the numbers of consultant openings in the 
N.H.S. that were forecast in parliamentary debates 
between 1945 and 1948. But now it seems that forces 
are operating in the opposite direction. For example, 
in a famous London teaching hospital there were 
recently not enough applicants for registrar vacancies. 
And a coming shortage of registrars and consultants 
is already being foreseen. Yet the Minister of Health 
appears to have done nothing about the report of the 
Willink Committee which recommended that medical 
schools should cut down the supply of entrants into 
the profession. 

The Platt Report’ was published in March this 
year, and in a leading article in July we suggested 
that the time for action on it must be approaching. 
It has now approached, and it is much to be hoped 
that the promised review will not be held up much 
longer. Sir Robert Platt has said that in his view 
the Working Party had completely solved the senior 
registrar problem.? The report was indeed welcomed 
by Dr. Hamish Watson, Chairman of the Hospital 
Junior Staffs Group of the B.M.A.,° who nevertheless 
considered there was an apparent lack oi consideration 
for the present time-expired registrars. By and large, 
however, as we have observed previously, the 
principal doubts are about the proposed medical 
assistant grade, and there is some scepticism about 
the attempt to fill this grade by appointing general 
practitioners—a scepticism justified among other 
things by the shortage of general practitioners in the 
country as a whole. These apparently violent swings 


2 ai — articles, Brit. med. J., 1961, 1, 883, and Brit. med. J., 1961, 


2 Brit. med. J. Suppl., 1961, 1, 290. 
3 Ibid., 1961, 1 291. 
‘ The Times, November 11, 1961. 
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between having too many registrars at one time and 
not enough at another are a further indication that 
the artificial elements in the N.H.S. are making it 
increasingly difficult to provide a satisfactory medical 
service under present conditions, especially when it is 
realized that the majority of the hospitals in the 
Health Service would break down were it not for the 
fact that between three and four thousand doctors 
from overseas ate working in them. Although, 
therefore, the Minister of Health, Mr. Powell, claims 
agreement with the medical profession in accepting 
the main principles of the Platt Report, it is difficult 
not to agree with the comment in a leading article in 
The Times* that “this implies an impressive degree 
of unanimity which does not in fact exist.” 


CAUSES OF HYPERTENSION 

There can be few common situations that call for so 
much skill, judgment, and knowledge from the 
family practitioner and hospital physician as the 
management of the hypertensive patient. An 
increasing number of potent drugs are available for 
reducing blood-pressure, but until the cause of the 
raised blood-pressure is known rational therapy is 
impossible. In his Croonian lectures, reported in the 
Journal last week (p. 1239) and this week (p. 1310), 
Professor John McMichael, F.R.S., is concerned with 
the pathogenesis of high blood-pressure and with 
establishing the cause of hypertension in any 
particular patient because “hypertension is no 
more a disease entity than a skin rash, a fever, or an 
anaemia.” The causes of high blood-pressure can be 
broadly classified as renal, endocrine, neurogenic, 
and vascular. As McMichael depicts in Fig. 5 on 
page 1313, these aetiological factors are often inter- 
related; some are familial conditions and others 
occur only transiently. 

The endocrine causes include Cushing’s syndrome, 
which seldom creates diagnostic difficulties ; ._phaeo- 
chromocytoma, which is hard to diagnose clinically 
except when the hypertension is paroxysmal ; Conn’s 
syndrome associated with an aldosterone-secreting 
tumour of the adrenal, which is unlikely to be 
suspected unless a low level of potassium in the 
serum is detected ; diabetes mellitus ; and pregnancy 
as a transient condition sometimes giving rise to a 
raised blood-pressure.’ Renal conditions? which may 
cause hypertension include acute glomerulonephritis (a 


transient cause), chronic glomerulonephritis, pyelo- 


1 Gibson, G. B., and Platt, Sir R., Brit. med. J., 1959, 2, 159. 
Peart. Ww. | ibid., 1959, 2, 1333, 1421. 
3 See Brit med. 1958, 1, 1053 
4 Thid., 1959, 2, 1462. 
5 Thid.. 1960, 2. 127 
® Platt, R., Quart. J. Med., 1948, 17, 83. 
? Hodson, J. Prac. rov. Soc. Med. 1957, 50, § 


® Torrance, H. B., Davies, R. P., and Clark, P., a 1961, 2, 633. 


nephritis, polycystic renal disease, hydronephrosis, 
atrophic kidney, irradiation? gout, amyloidosis, 
scleroderma, and stenosis of a renal artery. Though 
long-standing hypertension caused by unilateral renal 
disease may not in some instances be relieved by 
removal of the offending kidney because of arterial 
changes induced in the originally normal contralateral 
organ, successful results have been obtained 
sufficiently frequently to justify operation in any case 
when unilateral disease is present.‘ 

Strictly neurological abnormalities that cause 
hypertension are less common, but high blood- 
pressure is a well-documented late complication of 
poliomyelitis’ and may also occur with hypothalamic 
tumours. 

Of the vascular causes of hypertension coarctation 
of the aorta is the easiest to diagnose, and palpation 
of the femoral arteries for absent or delayed 
pulsation is an essential step in the examination of 
any hypertensive patient. Atherosclerosis, by 
reducing arterial elasticity, increases the systolic 
blood-pressure, but diastolic hypertension is less 
conspicuous unless a renal artery is narrowed by 
occlusive disease. Polyarteritis is an uncommon 
cause of hypertension and usually presents with 
other features. Finally one is left with “ essential 
hypertension.” It might be helpful if the word 
“essential ” were replaced by “ idiopathic.” Despite 
much research reviewed by McMichael, we still do 
not understand the mechanism or the cause of this 
variety of high blood-pressure, and idiopathic hyper- 
tension is a diagnosis that can be made only by 
exclusion of the several other causes listed above. 

The management of a patient with high blood- 
pressure must depend largely on his age, for Sir 
Robert Platt® has shown that three out of every four 
hypertensive patients aged 40 or less do not have 
idiopathic hypertension but some definable disorder, 
usually renal. Over the age of 40 idiopathic 
hypertension becomes increasingly common as a 
cause of high blood-pressure but a considerable 
number of patients do have a definable cause which 
may be amenable to curative treatment. It is 
necessary in almost every case to eliminate the 
possibility of unilateral renal disease, and certain 
investigations now make this easier than formerly. 
C. J. Hodson’ has shown how careful measurement 
of the size of the renal shadows may reveal 
inequalities due to shrinkage of one kidney as a 
result of vascular damage or pyelonephritis. 
Retrograde catheterization of the aorta from a 
femora] artery makes aortography and renography a 
practical but expensive and time-consuming pro- 
cedure that is the most reliable way of detecting 
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unilateral kidney disease. At Hammersmith Hospital 
and elsewhere cases of unilateral renal disease 
amenable to surgical correction or nephrectomy with 
therapeutic benefit are now being found which would 
have escaped detection in former years. McMichael 
advocates aortography (a) for hypertensive patients 
aged under 40 without apparent cause for their high 
blood-pressure, (b) for patients with severe hyper- 
tension of recent origin, (c) when straight radiographs 
or intravenous pyelography indicate that one kidney 
is smaller than the other, and (d) whenever a vascular 
bruit is heard over the renal area, indicating stenosis 
of the renal artery. No doubt the indications for 
aortography will widen in future unless some simpler 
technique is devised for detecting unilateral renal 
disease. Perhaps the differential renal uptake of 
radioactive rubidium* will meet the need for an 
accurate, simpler, and less expensive procedure and 
one more pleasant for the patient. 

If one may draw only two conclusions from 
McMichael’s lectures the first is that nobody, young 
or old, need look far for an important and common 
problem calling for vigorous research ‘and about 
which much can still be learned at the bedside and 
in the clinical laboratory. The second is that most 
hypertensive patients, particularly men aged 55 or 
less, must be investigated to a greater or less extent 
to define the cause of their hypertension. 


AGE OF RETIREMENT 


At first sight the objections to a fixed age of retire- 
ment seem compelling. The rate of ageing varies 
widely, and at 65 some men and women are well and 
need employment, whereas others are ill and need a 
rest. Moreover in a competitive society we can ill 
afford to discard workers whose knowledge and 
experience often compensate for the reduction in 
manual and intellectual dexterity. Most people would 
probably agree with a recent comment by Professor 


Wilder Penfield, O.M., F.R.S.': “No government, 


however welfare-minded, should hope to solve an 
unemployment problem by building rest homes or 
granting pensions to able-bodied men who are not 
ready for rest and who do not want to rust out the 
remainder of their lives.” So long as men and women 
are able and willing to work it seems right that they 
should be allowed to do so. 

In a paper published in this journal (page 1346) 
Dr. A. J. Orenstein reviews recent trends of opinion 
on retirement policy and concludes that “ the time has 
arrived for a thoughtful reconsideration of the 
customary, and particularly the compulsory, chrono- 
logical retiring-age.” Some of the earlier reasons for 

E 


a fixed age are no longer valid: for example, in a 


~ period of full employment there is little need to 


remove the older in order to make way for the 
younger worker. But perhaps the most important 
grounds for a review of policy are that a retirement 
age of 65 bears little relation to the actual frequency 
of employment after 65 or to the association between 
fitness and age. R. G. Brown, T. McKeown, and 


- A. G. W. Whitfield? showed that in Birmingham three 


in every four men continued to work full-time beyond 
retirement age and nine in ten were physically capable 
of doing so. It was not until the last year of the 
seventh decade that the incidence of disability: rose 
sharply. They considered that the chief reason for 
a change in retirement policy was not that it would 
add substantially to the size of the labour force but 
that it would rationalize the circumstances which 
already exist. 

Retirement policies offering some degree of 
flexibility are not uncommon. Of twenty firms con- 
sidered in a recent study by the Medical Research 
Council’s Unit for Research on Occupational Aspects 
of Ageing* six operated flexible schemes, seven had 
rigid policies, and six had a fixed age to which they 
made frequent exceptions. The fixed schemes were 
usually preferred on grounds of administrative con- 
venience and were often tied to pension arrangements. 
Similar data are not available for professional and 
many other occupations, but it is safe to say that for 
employed persons flexible schemes of retirement 
which take account of the worker’s capacity and 
wishes are the exception rather than the rule. 

In spite of their obvious attractions flexible policies 
are difficult to operate and it is questionable whether 
they can be made truly satisfactory when applied to a 
wide range of occupations. An ideal scheme should 
make it possible for the worker to choose whether he 
wishes to continue beyond a stated age and for the 
employer to judge whether he is capable of doing so. 
It is the latter decision which presents the chief 
difficulty. For manual workers their state of health 
provides a reasonable guide to their ability to do 
physical work, and a fair appraisal can often be made 
by weighing the demands of the occupation in the 
light of medical evidence. Indeed in most cases such 
an appraisal is unnecessary, since the unfit worker 
usually recognizes his inability to continue in an 
occupation whose physical demands are beyond his 
powers. But in sedentary occupations and particularly 
those of the professional and managerial classes the 
findings at a medical examination may have little 


1 Saturday Review, September 2, 1961. 

2 Brown, R. G., McKeown, T., and Whitfield, A. G. W., Brit. med. J., 
1958, 1, 555. 

8’ Heron, A., Chown, S. M., Featherstone, M. S., and Cunningham, C. M., 


Ageing and the Semi-skilled, Medical Research Council Memorandum 


No. 40, 1961. H.M.S.O. 
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bearing on the desirability of continued employment. 
The ageing director of a large industrial empire may 
be almost irreplaceable in spite of some physical 
limitations, or he may be a serious liability to his firm 
while enjoying the best of health. In the one case 
the results of a medical examination may be 
irrelevant, and in the other it is unfair to expect 
medical evidence to support a decision essentially 
justified on other grounds. The more responsible the 
position of the executive or professional worker, the 
more difficult it is for anyone to pass judgment on 
his declining powers. It is these practical difficulties, 
rather than dislike of the principle of flexibility, which 
have led many firms to choose a fixed age of retire- 
ment in preference to a flexible scheme. 


THIAZIDE DIURETICS AND DIABETES 
INSIPIDUS 


It is a strange paradox that a group of drugs introduced 
as diuretic agents should be finding a place in the 
treatment of diabetes insipidus, in which the main 
disturbance is the passage of an excessive amount of 
urine. There are now several reports that the 
administration of chlorothiazide or one of the later 
derivatives such as hydrochlorothiazide or bendroflu- 
azide may help patients with this disorder. An 
antidiuretic action of chlorothiazide in diabetes insipidus 
was first described by J. D. Crawford and G. C. 
Kennedy.! They showed that in rats with experimentally 
induced diabetes insipidus chlorothiazide reduced intake 
of water by 50% or more. They also described a 
beneficial effect in two patients with diabetes insipidus. 
Subsequently there have been several reports of the 
clinical effectiveness of this method of treatment.?~* 
Crawford and his colleagues,‘ following up their initial 
observations, described clinical results in a group of 
seven patients with diabetes insipidus. Six were deficient 
in vasopressin and the seventh belonged to the congenital 
nephrogenic category. All responded with a prompt 
reduction in the amount of fluid taken voluntarily and 
the quantity of urine passed. In patients responding 
normally to vasopressin better control was obtained with 
replacement therapy than with thiazide drugs. Chloro- 
thiazide was most useful in patients refractory in 
varying degree to vasopressin. Another recent account® 
describes the results in eleven patients, three being of 
the idiopathic variety and the remainder due to a 
recognized intracranial lesion. In seven the polyuria 
and polydipsia decreased. The 24-hour urinary volumes 
decreased from the range 4,000 to 10,000 ml. to between 
2,000 and 5,000 ml. In two patients the urinary output 
decreased to approximately half the original values for 
a few days and then increased again. In the other two 
1 Crawford, J. D., and Kennedy, G. C., Nature (Lond.), oe 183, 891. 

2 Kennedy, G. C., and Crawford, J. D., «Lancet, 1959, 1, 

3 Havard, C. W. H., and Wood, P. H. N , Brit. med. J., i500, 1, 1306. 
D., Kennedy, G. and Hill, New Engi. J. Med., 1960, 
5 Alexander, C. S., and Gordon, G. B., Arch. intern. Med., 1961, 108, 218. 

® Lefebvre, J. F., and Schumacher, O. P., Cleveland Clin. Quart., 1961, 28, 122. 


7 Laragh, J. H., Heinemann, H. O., and Demartini, F. E., J. Amer. med. Ass., 
1958, 166, 145. 


patients, one associated with hypophysectomy and the 
other with a craniopharyngioma, there was no response 
at any time. 

These reports suggest that treatment with thiazide 
diuretics may considerably help sufferers from diabetes 
insipidus. Although the urine volume does not decrease 
to normal a reduction by about half to an output usually 
of about three litres a day means that the condition does 
not interfere with the patient’s everyday life and he can 
certainly remain comfortable. This new treatment must 
be compared with the administration of posterior 
pituitary preparations, which have to be taken either by 
injection or as a nasal snuff. Neither method is con- 
venient ; the snuff may cause local sensitivity reactions 
in the nose and patients naturally prefer oral tablets to 
intramuscular injections. However, frequent adminis- 
tration of thiazides may cause trouble. It is important 
to guard against depletion of potassium, and toxic 
effects such as skin rashes and depression of bone 
marrow may occur. Nevertheless this is clearly an 
interesting and useful approach to a disorder that can 
cause much inconvenience. It is particularly valuable 
for vasopressin-resistant diabetes insipidus, in which 
thiazide diuretics are the only drugs known to reduce 
the output of urine. 

The question naturally arises of how a drug like 
chlorothiazide brings about a decrease in the volume 
of urine in diabetes insipidus. Chlorothiazide given 
intravenously produces a prompt fall in the rate of 
glomerular filtration. This occurs before there is any 
considerable loss of water and electrolytes and cannot 
be attributed to a decrease in plasma volume. However, 
rates of glomerular filtration and blood pressures have 
shown no consistent change when measured before and 
after therapy. The administration of other diuretics 
such as mersalyl and acetazolamide does not check the 
polyuria of diabetes insipidus. So far we have no clear 
explanation of the mechanism of action of chloro- 
thiazide and allied drugs in diabetes insipidus, and this 
must clearly await the publication of more detailed 
investigations. 


FASCIOLIASIS AGAIN 


In Great Britain and other well-developed countries the 
vast amount of disease in animals is sometimes for- 
gotten, and the transmission of it to man even in 
small outbreaks comes as something of a shock. Thus 
considerable surprise and interest were aroused by the 
outbreaks of Trichinella spiralis infection in England 
during the early years of the last war. Lately another 
helminthic infection—namely, by Fasciola hepatica— 
transmitted to man from animals in Britain has attracted 
attention. R. V. Facey and P. D. Marsden! last year 
reported an outbreak of six cases in Hampshire and 
referred to isolated cases previously reported in this 
country. A further case recognized in Britain though 
infected presumably in Egypt is reported by Mr. R. M. 
Kirk in the Journal this week at page 1333. 

Infection by Fasciola hepatica is cosmopolitan and 
the commonest host of the adult parasite is the sheep, 
in whose biliary tree the adult flukes live. The Fasciola 

1 Facey, R. V., and Marsden, P. D., Brit. med. J., 1960, 2, 619. 
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eggs are passed in the animal’s faeces and on reaching 
water hatch into free-swimming organisms, the 
miracidia, which enter snails of the genus Lymnaea. 
Development occurs within the snail, from which minute 
tadpole-like cercariae emerge ; after swimming in water 
for some hours they encyst on submerged vegetation. 
The encysted cercariae, now known as metacercariae, 
reach the duodenum when consumed by man, sheep, 
goats, horses, donkeys, camels, llamas, elephants, 
buffaloes, dogs, rabbits, squirrels, beavers, deer, 
antelopes, kangaroos, or monkeys. There larvae are 
liberated from the metacercariae ; they migrate through 
the intestinal wall and reach the liver, in which they 
mature. The young worms so formed migrate through 
the liver parenchyma to the bile ducts, causing inflamma- 
tion, necrosis, and fibrosis as they do so. The adults 
may cause, mechanical and toxic damage. In late stages 
of the infection there may be secondary bacterial 
infection and cirrhosis of the liver. 

Symptoms produced during the early stages of 
infection in man include pain and a sensation of fullness 
over the liver, fever, headache, nausea, and malaise. 
There is usually some leucocytosis with eosinophilia. 
Diagnosis depends on recognition of clinical features of 
the disease, particularly if there is a history of having 
consumed uncooked vegetables likely to have been 
contaminated. Complement-fixation and intradermal 
tests are available, but certainty in diagnosis depends on 
finding the typical ova in the patients’ faeces or the 
worms in material removed at operation. Treatment 
with large doses of chloroquine appears to be of some 
therapeutic value. 

In the outbreak described by Facey and Marsden the 
infection was probably acquired by consumption of 
watercress which had been grown in beds fed by streams 
flowing from contaminated pastures. Lettuce which has 
been watered with contaminated water is also a possible 
vehicle of infection. In man the risk of acquiring the 
disease is greatest in wet summers, when the snail vectors 
become numerous and pastures are sodden. It is an 
infection for which medical men in this country should 
be on the look-out among patients who have not been 
abroad as well as among those who have. To the public 
health authorities it presents the challenge of ensuring 
that vegetables are grown in conditions in which the 
chance of infection is reduced to a minimum. 


ANNUAL CLINICAL MEETING AT NEWPORT 


The Annual Clinical Meeting of the B.M.A. is being 
held next year at Newport, Monmouthshire, from April 
12 to 15. The provisional programme, published in the 
Supplement this week, shows how successfully the local 
committee, under the chairmanship of Mr. J. T. Rice- 
Edwards, has fitted into the short time available a well- 
balanced mixture of panel discussions, symposia, and 
demonstrations. On the first afternoon four eminent 
authorities, each working in a different field, will discuss 
the problems of cancer. Another symposium will be 
concerned with the occupational hazards of coal-mining, 
and it is hoped to arrange a visit to a coal-mine for a 
limited number of members (men only). A further 


attraction will be a visit to another of Monmouthshire’s 
great industries—Messrs. Richard Thomas and Baldwins 
Steelworks at Ebbw Vale. The programme of scientific 
meetings will be briefly interrupted on the Friday 
morning when the 130th Annual General Meeting of the 
Association will be held and Sir Arthur Porritt, P.R.CS., 
the Acting President of the B.M.A., will give a short 
address. The Adjourned Annual General Meeting will 
take place at the Annual Meeting in Belfast in July. 

The social events, including a reception by the 
Monmouthshire Division, a wine and cheese party given 
by the Mayor and Corporation of Newport, and a 
concert by the B.B.C. Welsh Orchestra, will give pleasure 
to visiting members and their wives, and the latter will 
for a change have a chance to air their own views at a 
panel discussion arranged specially for them with the 
intriguing title “ The Dragon Replies.” 

Accommodation in Newport is limited, and any one 
hoping to attend the meeting would do well to book 
hotel accommodation or to apply for private hospitality 
as soon as possible. 


COPLEY MEDAL FOR SIR HANS KREBS 


The Royal Society has awarded its Copley Medal to 
Sir Hans Krebs, F.R.S., Whitley professor of bio- 
chemistry at Oxford University since 1954, for” his 
distinguished contributions to biochemistry, in particular 
his work on the ornithine, tricarboxylic-acid, and 
glyoxylate cycles. 

Sir Hans, who was born in 1900, graduated in 
medicine at Hamburg in 1925, and studied at the 
universities of G6ttingen, Freiburg, Munich, and Berlin. 
At the invitation of Gowland Hopkins he came to Great 
Britain in 1933 as a Rockefeller research student and 
has paid tribute? to the warm friendliness with which 
Hopkins welcomed him in his laboratory at Cambridge. 
Two years later he moved to Sheffield University and in 
1945 was made professor of biochemistry there and 
became director of the Medical Research Council’s unit 
for research in cell metabolism. In 1947 he was elected 
F.R.S. and in 1953 was awarded jointly the Nobel prize 
for medicine.? In 1958 he was elected to Fellowship 
of the Royal College of Physicians of London. 

The first of Krebs’s great discoveries was the solution 
of the age-old problem of how urea is synthesized in 
the liver. The process was found to include the three 
amino-acids, ornithine, citrulline, and arginine and to 
be cyclical in nature. His second great discovery, with 
which his name will always be linked in the “Krebs 
cycle,” was of the main pathways by which carbon 
compounds are metabolized and yield energy in the 
living cell. He showed that citric acid could be 
synthesized from pyruvic and oxaloacetic acids and that 
carbon compounds undergo a series of changes in a 
cyclic process involving acetyl coenzyme A. Latterly 
his work on the glyoxylate cycle (concerned with the 
metabolism of glycine) has shown again how rewarding 
his original concept of cyclical processes has proved 
to be. 


1 Third Hopkins a Lecture, Biochemistry Society, March 28, 1961. 
2 Brit. med. J., 1953, 2, 984. 
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A. J. ORENSTEIN, C.B., C.M.G., C.B.E., M.D. 
LL.D., D.Sc., F.R.C.P. 
Consulting Engineers’ (Mining) Department, 
Rand Mines Limited, Johannesburg, S. Africa 


The problem posed by the increase in the number of 
persons surviving beyond the age of 60-65, often referred 
to as the problem of ageing population, has been 
receiving increasing attention during the last decade. 
A number of conferences have been held in various 
countries and many papers on various aspects of the 
problem have been published. Some of these are 
referred to below. 

The most important factors in the problem are: 
(a) The number and the ratio to the total population 
of aged males and females in many countries, including 
South Africa, have increased at a significant rate in the 
past 50 years, and there is good reason to assume that 
this increase will continue for at least several decades. 
(b) Many of these ageing persons are still able to 
continue in productive employment, but are removed 
from such employment for several reasons which are 
referred to later. (c) In a number of industries and 
institutions skilled workers, scientists, and technicians 
are compulsorily retired at a specified age while 
difficulty exists in filling the vacancies thus created. 
(d) National and private pension schemes complicate 
the problem. (e) In a significant number of cases 
compulsory retirement at a fixed age affects the morale 
and health of the retired persons. 

That this problem causes serious concern not only to 
the industries, institutions, and individuals affected by 
it, but also to governments and the public, is evidenced 
by the formation in America of such bodies as the 
New York State Joint Legislative Committee on the 
Problems of the Ageing, the National Committee on 
Ageing, and the McGregor Foundation. 

The British Government, recognizing the importance 
of this matter, appointed in 1951 a standing committee 
of 28, composed of representatives of Government 
services, employers, employees, medical men, and 
certain important national organizations. Their reports 
are referred to below. 


In Australia the Minister of Social Services, speaking 
in September, 1960, said that compulsory retirement is 
“a social cruelty that should never be tolerated or 
allowed.”! This is quoted as an example of the concern 
felt by people in responsible positions about the impact 
of the problem of the ageing population. 


Fitness for Work 

Unfortunately there are no data for South Africa. 
However, it is reasonable to assume that there is not 
likely to be a large divergence from the data collected 
in other industrialized countries. It is, of course, clear 
that fitness for work depends not only on the physical 
fitness of the individual but also on the nature of the 
work and the willingness of the individual to carry on. 

One survey? covered a sample of men over 70. 
In this group 69% of the professional classes were 
physically fit for work, and one-third of these were fully 
employed. In the unskilled working-classes only 20% 


were regarded as fit for their particular classes of 
employment, but many of those not so fit were still 
at work because of economic pressure. Most of the 
unfitness in the latter group was due to a much higher 
incidence of chronic bronchitis than in the professional 
group. 

A survey of old persons was carried out by S. L. 
Pressey,® of Ohio University. He examined his own 
records of 230 “superior older persons” and 127 
reports on such subjects collected by his students. All 
the subjects were over 80 years of age, nine of them 
being over 90. He also collected from the press 167 
validated reports of old persons carrying on their usual 
occupations. He found that 313 persons, all over 80, 
of whom 23 were over 90, were gainfully employed, 
but those over 90 were working only part-time. The 
latter group included 2 clergymen, 4 physicians, 3 
laymen, and a receptionist (a woman of 94). Among 
those over 80 but under 90, 3 were journalists, 18 
physicians, 12 buyers, 24 skilled artisans, 8 farmers, 
8 shop-owners, 3 clerks, barbers, handymen, etc. A 
number were quite capable of working, but preferred 
for personal reasons to retire completely. 


Pressey reminds us that although Gladstone was Prime 
Minister at 84, that Holmes was Chief Justice at 90, 
and that Tennyson wrote Crossing the Bar at 80, 
and Humboldt the Cosmology at 89, these, and the 
survey, prove no more than that there are people in all 
work categories who continue, or could continue, at 
useful work in the ninth and tenth decades of life. 


With the co-operation of 11 Birmingham general 
practitioners, 691 men of 70 years and over, from a 
total of 838 men of this age-group on their lists, were 
specially examined as to their fitness for employment.” 
Included in this group were men in all categories of 
occupations: 136 were in social classes I and II, 394 
in class III, and 161 in classes TV and V. As regards 
disease incidence, the only significant difference between 
the classes was the prevalence of chronic bronchitis: 
15.4% in classes I and II, 21.6% in class III, and 
31.1% in classes IV and V. 


Percentage of Men Considered to be Fit for Full-time Employ- 
ment, by Social Class 


| | IV | Total 

Fit for original work 66-7 | 545 | 33:0 | 29-3 215 | 35-9 
Unfit for original work, 
but fit for other employ- 

ment 12:5 | 10-7 | 188 | 17:0 | 19-0 | 17-1 
Unfit for full-time employ- 

ment | 20:8 | 34-8 | 48:2 | 53-7 59-5 | 47-0 

No. of men 24 | 112 | 394 | 82 79 | 691 


Percentage of Men Considered to be Fit for Full-time Employ- 
ment, by Age 


10-14 | 75-79 | 80-84 | 85+ | Total 

Fit for original work 49-1 27:2 | 22-6 64 | 359 
Unfit for original work, but 

fit for other enployment 19-8 20-2 75 2-1 17-1 
Unfit for full-time employ- 

ment 526 | 699 | 91-5 | 47-0 

No.ofmen .... | 338 213 | 93 47 | 691 


Extract from the authors’ summary: “ The proportion 
fit [for full-time employment] was two in three in ages 
70-74 and one in two for the whole sample of men 
at all ages over 70. About half of those considered fit 
were fully employed. The proportion of fit men at all 
ages over 70 was much higher in class I (4 in 5) than 
in class V (2 in 5).” 
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Important in the study of the problem of fitness 
for work are data of loss of working-time due to 
absenteeism because of illness and accidents. The 
following extracts from reports of investigations in this 
subject are therefore cited. 

D. S. Pugh, C. Gordon, and K. Lévy* report the 
results of their investigation of clerks over 45 years 
of age, employed by Scottish Railways: 177 chief 
clerks with considerable responsibility, 391 senior clerks 
on routine with some responsibility, and 692 clerks on 
routine work. 


Average Number of Days Per Person Lost in Year 


45-49 50-54 55-59 60-64 
Grade 
No. | Days | No. | Days | No..| Days | No. | Days 
Chief clerk 30 2-73 7:70 | 69 9-80 32 4-00 
nior ,, 53 7-08 | 138 9-03 | 150 | 13-71 50 | 12-94 
Clerk .. | 144 11-11 | 287 | 11-49 | 204 | 15-22 57 | 15-74 


The authors remark that the records of the London 
Transport Board show the same trends for these age- 
groups. They draw attention to the point that the 
salaries paid to the three groups of clerks do not vary 
greatly: a “clerk ” may be paid as much as a “ chief.” 
The range of salaries in the three groups is small—£540 
to £731. 

C. Gordon, A. R. Emerson, and D. S. Pugh® report 
the sickness records of 27 grades of employees of the 
Scottish Railways. Grades in which employees were 
predominantly under 25 years of age were not included. 
The records of the nine largest departments of the 
total of 20 were used. The grades were: 


Manual.—Little responsibility. Sheltered from weather 


—e.g., workshop.’ Not sheltered from weather—e.g., way 


maintenance. 

Manual.—With some _ responsibility. 
weather—e.g., luggage-room attendant. 
shunter. 

Manual.—Considerable responsibility. 
weather—e.g., shop-fitter. 
driver. 

Sedentary.—{a) Little responsibility. (b) Some responsi- 
bility, but more or less routine. (c) Requiring considerable 
initiative. 

Administrative and Supervisory—Exposed to weather— 
e.g., Station-master, yard inspector, permanent-way inspector. 

Total man/days available for study, 4,025,164. 

Days lost in the year, 116,742. 

Proportion of time lost, 2.90%. 

Period of study, one year from April 1, 1955. 


Sheltered from 
Not sheltered—e.g., 


Sheltered from 
Not sheltered—e.g., locomotive 


Sickness Experience by Age 


Age Groups: | 40- 45- 50- 55- | 65+ 
Sick person rate 0-27 | 0-28 0-31 0-33 0-34 0-27 
Episode rate «. | 0-42 0-48 0-48 0-52 0-53 0-33 
Average duration per per- 
son (days lost in the 
year) 5:89 8-12 9-52 | 13-78 | 15-04 9-75 
Average duration per sick 
person (days lost in th: 
year) .. ‘ 25-94 | 28-52 | 31-13 | 41:18 | 43-75 | 35-50 
Average duration per 
episode (days) 16:28 | 17:04 | 19-66 | 26-31 | 28-59 | 29-24 
Average number of epi- 
sodes per sick person | 1-59 1-67 1-58 1-57 1-53 1-21 


“ Episode” means each separate attack of illness. 


The authors suggest that the better data for the 65+ 
group are due to “weeding out.” The next table 
appears to substantiate this view. 


Percentage of Railway Research Population Leaving Service at 
Each Age for Health Reasons (Including Deaths and Fatal 


Injuries) 
Age groups | 20- 2s- | 30- | 35 | 40- 45- so- | s5- 60-64 All 
Percentage .. | 0 02 | 0-1 | 03 | 0-5 | 08 0-9 | 21 29 | 0-9 


It is regrettable that there are no South African data 
on this aspect of the problem. 


A fair comment on these, admittedly limited, data 
is that there is no strong reason against continuing in 
employment men over 65 years of age because of any 
probability of a higher rate of loss of time due to illness. 


Studies and Attitudes in Great Britain 


The committee of 28 members appointed in 1951 
reported in 1953 and in 1955. This committee stated 
that economic conditions and shortage of skilled labour 
caused many employers to retain the services of men 
over 65, and that in professional, managerial, and 
executive personnel “ the full extent of resulting wastage 
of ability (due to compulsory retirement) is not known.” 
The committee recommends that all concerned should 
consider modification of the existing practice to prevent 
losing efficient men. 

H. M. Clay’s booklet’ published by the Department 
of Scientific and Industrial Research, London, 1960, 
reviews the problems involved in the employment of the 
older worker. The following is a summary of the 
views stated. (1) The experience of the older worker 
often enables him to get more out of a machine or 
process. (2) He is likely to be more accurate. He may 
be slower, but this may be compensated by accuracy 
of production and non-waste of material. (3) When 
not debarred on medical grounds, the older workers find 
the demands of heavier work less trying than lighter 
work at high speed. (4) Mental changes due to ageing 
may reduce efficiency when the job calls for exercise 
of memory or for altering or interpreting information 
before taking appropriate action. (5) The general 
experience is that there are fewer accidents among older 
workers. There are exceptions to this, such as where 
good eyesight is important, or where there is exposure 
to high temperature. The findings among colliery 
miners are that older men have fewer accidents at work 
at 70° F. (21.1° C.), but more in higher temperatures. 

F. Le Gros Clark,® after giving the economic reasons 
for continuing older men in employment, writes: “ But 
of even greater significance, perhaps, is the growing 


' medical evidence we now have that satisfying occupa- 


tions help to prolong the physical and mental health 
of elderly men.” And: “It beeomes obvious again 
that we can no more certainly generalize about the 
types of work in which ageing men are likely to be 
employable than we can about the rates at which they 
variously grow old.” 

The above summarizes the informed opinion held by. 
many other well-informed persons. 


Studies and Attitudes in U.S.A. 


In the United States there is much interest in the study 
of the problem of the older worker. This is evidenced 
by the establishment of several organizations for the 
study of this problem, by the research undertaken by 
universities, and by the large number of reports issued 
by these bodies, by the U.S. Department of Labour, and 
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in the published proceedings of conferences convened 
on a national level. 


The New York State Joint Legislative Committee on 
the Problems of the Ageing assert in their report: 
“ Many employers are seriously considering the problem 

. and retirement policies are still fluid enough to 
warrant the belief that they can eventually be adapted 
to the individual need of the persons they cover.” 


John L. Springer® writes: “ We talk of educating our 
youngsters in science, but we neglect the obvious truth 
that a scientist in the hand is worth two in the cradle.” 
He then states that half of 325,000 engineers and 90,000 
scientists over 65 years of age are retired. As an 
example of how professional men can be usefully 
employed he cites the following: The Hastings Law 
School of the University of California adds to the 
faculty only professors who were retired by other 
universities. The average age of this faculty is 75. 
Pound, dean of the Harvard School of Law, is quoted 
as having said that Hastings has the strongest law 
faculty in the country. 


Margaret Gordon!® states that in the United States 
compulsory retirement at a stated age is the prevailing 
practice among the larger employers. Among the 
reasons given for this practice are: (1) it avoids 
discrimination ; (2) older workers are less productive 
and flexible; (3) it provides avenues for promotion ; 
and (4) it encourages employees to plan ahead for 
retirement. She points out that the problem of retire- 
ment is complicated in the United States by the law 
which deprives a person earning more than $100 a 
month of social security benefits, and concludes: “ The 
study suggests that top managements of larger firms 
might be more receptive to raising the retirement age 
than to a more flexible policy.” 


An important conference was convened jointly by 
the McGregor Foundation, the National Committee on 
Ageing, and the National Social Welfare Assembly. 
The participants are stated to have included “ repre- 
sentatives of industry, labour, government agencies, 
research staff of universities, psychiatrists, physicians 
and others who have an interest in the welfare of older 
workers. It was possible to get an informed and 
unprejudiced discussion.”?+ 


The participants were selected, and were supplied 
some time before the conference with three mono- 
graphs: “Retirement from the Point of View of the 
Workers”; “ Responsibility of Employers, Workers, 
Unions and Government”; “ Economic Problems of 
Retirement.” Having regard to the careful briefing of 
the participants, their selection, and their personal status, 
the views expressed and recommendations arrived at 
may reasonably be regarded as of particular value. 
They are therefore recorded here at some length. 


“That resolving the problems of our ageing population 
is of vital importance to our future national economy is 
attested by the continual active interest of all, especially 
the leaders of management and labour.” 

“It was clear at the: end of the Conference that retire- 
ment is not just a matter of pension or other income. 
Whether or not a man works may affect his health. happi- 
ness, prestige, social status, living conditions, family, and 
relationships.” 

The majority were in favour of a flexible policy of retire- 
ments. Their reasons for this were stated as follows: 
“(1) Science and experience indicate that the ageing process 
and its effects show such wide variance among individuals 


as to destroy the logic of age as the sole factor in deter- 
mining whether a person should retire or continue to work. 
(2) There is ample evidence that arbitrary retirement results 
in hardship for a substantial number of elderly individuals. 
(3) A flexible retirement policy is consonant with the philo- 
sophy of maximum utilization of the country’s resources.” 

A minority favoured retirement on the basis of age alone. 
The reasons given were: “(1) The worker should have a 
period of rest at the end of his life, while still physically 
fit to enjoy it, and a fixed retirement age provides the best 
incentive to prepare for satisfactory retirement. (2) A plan 
based on chronological age is simple to administer, and 
until more objective criteria are developed it is the only 
basis for impartial decisions about individual retirement. 
For this reason it is the best device now available from the 
point of view of employer-employee relationship.” 

The following principles were generally agreed, regardless 
of the merits of arbitrary or flexible retirement. “ (1) Selec- 
tive retirement policies can be expanded in industry only 
proportionally to the success of working out a method that 
will permit the retention of the competent and retirement 
of the incompetent. (2) The policy must be acceptable to 
both management and employees. (3) Chronological age 
will continue to be a factor in the cons‘deration of retire- 
ment. (4) That retirement at a fixed age, or flexible, 
presupposes a pension related to previous income. (5) That 
the worker should have the right to retire at a fixed age, if 
he so desires.” 

In a closing speech the chairman of the Planning Com- 
mittee said: ‘“ However, among the participants in the 
discussions there were several having direct experience with 
the administration of selective retirement plans, and who 
know from experience that the administration and personal 
complications were not the monsters they were made out 
to be.” He quoted “ the sage advice” of a chairman of the 
board of one of the largest corporations: ‘“* Never let 
administrative convenience dictate your policy.” 

The chairman of the Conference concluded his closing 
remarks with: “ Most of the participants agreed that retire- 
ment based on chronological age is socially unwise and 
economically unsound.” 


The National. Industrial Conference Board, New 
York, reports on a questionary survey of 319 
“nationally important corporations.” Most of these 
were manufacturing, »but there were included also 
corporations engaged in transportation, insurance, 
banking, and public utilities: 45% reported their policy 
as mandatory retirement at 65, and 55% reported 
policies of permissible retirement at a later age. 


This report states: “‘ It seemed probable that in the 
second group the actual retirements were not much over 
65. The thinking that the retirement of one person 
means a job for another is not always valid. This does 
not always follow. It also completely ignores the effect 
on the economy of discarding ability, skill, experience, 
judgment, and leadership. A good scientist or teacher, 
mechanic or artisan, manager or salesman, does not 
suddenly lose his competence on his 65th birthday. 
Some employers, especially in situations where certain 
skills are in short supply, are taking a new look at 
a retirement policy which automatically eliminates 
employees on the single criterion of age.” 

The following are two extracts from a 147-page 
typed document prepared by the International Labour 
Organization, Geneva, in 1954, “The Age of Retire- 
ment.” This document exhaustively and expertly 
reviews every aspect of this complex problem. “ There 
must be a change of attitude among employers and the 
public if the habit of attaching too much importance 
to workers’ chronological age instead of looking for 


: 


Nov. 18, 1961 


RETIREMENT AT A FIXED AGE 


1349 


their qualities and experience is to be overcome. 
Successful publicity campaigns have been organized in 
a number of countries to put this across.” “A steady 
growth over time in the proportion of aged persons 
might produce a dangerous secular decline in man- 
power resources and productive capacity of a country, 
unless an increasing number of aged workers remain 
in employment.” 


Conclusion 

Study of the sources and data reviewed herein, and 
of much other material, provides very strong evidence 
that in both Great Britain and the United States the 
trend of opinion is that the time has arrived for a 
thoughtful reconsideration of the customary, and 
particularly the compulsory, chronological retiring-age. 
Some of the reasons in favour of a fixed chronological 
retiring-age which might have been valid half a century 
ago are now invalid. Among these are some economic 
considerations, such as finding employment for the 
younger generation anJ that after a given age there is 
invariably, or at least in the majority of persons, so 
great a deterioration of physical and/or mental capacity 
as to make their employment unprofitable, and possibly 
hazardous to themselves and fellow workers. 

There are certain drawbacks to the withdrawal of a 
fixed retirement age. Some of these are listed in the 
minority report of the conference convened by the 
McGregor Foundation (see above). The importance 
of these reasons must be weighed against the reasons 
in favour of flexibility. The administrative difficulties 
of a flexible policy, especially if applied to scientific, 
technical, and managerial personnel, can surely hardly be 
weighty enough to outweigh the advantages, especially 
where there is 9. clear shortage of such personnel and 
no reasonable probability of the position being much 
ameliorated in the foreseeable future. The import of 
the last statement can scarcely be ignored in South 
Africa, with its very rapid increase in the number of 
persons over 65, and with its special need to supply 
leadership for the advancement of the Africans. 

It seems pertinent to close this memorandum by 
suggesting that Mr. John L. Springer’s remark (see 
above) is a message South Africans may well ponder 
seriously: ‘“ We talk of educating our youngsters in 
science, but we neglect the obvious truth that a scientist 
in the hand is worth two in the cradle.” And this 
applies not only to scientists. 


It must be pointed out that this memorandum is not 


concerned with the many special problems which have . 


to be faced in a discussion of national retirement or 
old-age pension schemes; the concern is solely with 
the presentation of available information bearing on 
the advisability or otherwise of retaining able-bodied 
persons in employment beyond the usual retiring-age, 
particularly of scientific and skilled workers, techno- 
logists, and clerical and administrative personnel ; and 
whether there is a likelihood of there being a sufficient 
number of such persons in the population to make a 
policy of flexible retirement age worth while and 
beneficial. 


I am grateful for the assistance given me by the United 
Kingdom and United States of America Information 
Services, the Information Section of the International 
Labour Office, the Royal Society of Medicine, and the 
Director of the South African Bureau of Census and 
Statistics. 
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GENERAL-PRACTITIONER MATERNITY 
BEDS IN A LARGE GENERAL 
HOSPITAL 


BY 


J. VINCENT O’SULLIVAN, M.D., M.A.O.(N.U.L) 
M.R.C.P., F.R.C.S., F.R.C.0.G. 
Senior Obstetrician, Kingston Hospital, City of London 
Maternity Hospital, Bearsted Memorial Hospital, 
St. Teresa’s Maternity Hospital 


General practitioners are most keen to practise the art 
of midwifery with full hospital facilities at their disposal. 
Great attention is paid to this matter at various meetings 
of general practitioners, and in particular at the Annual 
Representative Meetings of the British Medical Associa- 
tion, where resolutions are passed almost annually 
demanding access for general practitioners to midwifery 
beds in hospitals, with full co-operation from the other 
hospital departments. A scheme of this type has been 
started at Kingston Hospital ; and here I give a report 
of the first thousand cases delivered by general practi- 
tioners, compared with 1.763 delivered in one year on 
the other side of the department. 

Kingston Hospital is a large general hospital of 534 
beds. There is a maternity unit of 99 beds, recognized 
by the Central Midwives’ Board as a first-part training 
school, under the supervision of Mr. A. B. Stenhouse 
and myself. In 1953 we decided to give 11 beds for the 
use of 20 general practitioners in the Surbiton/Kingston 
area. The opportunity to allow general practitioners 
to work in the Kingston Hospital arose when 11 
maternity beds in Surbiton Hospital had to be closed 
because of staffing difficulties. At this time the Surbiton 
maternity unit was staffed by a consultant and 20 general 
practitioners. I discussed the possibility of replacement 
of the 11 beds lost to the general practitioners at the 
Surbiton Hospital with beds in the large maternity unit 
at Kingston Hospital, and my colleagues and the other 
authorities agreed to this. There were, however, many 
difficulties to be overcome before the general practi- 
tioners’ unit could start. The sisters were worried, at 
first, regarding how they could divide their time between 
the larger main part of the department and the general 
practitioners coming in at various times of the day to 
see their patients. In spite of this we started the experi- 
ment, and I am glad to say it has been a success. 


Departmental Rules 


Before we started this unit a subcommittee, consist- 
ing of consultants from Kingston Hospital and 
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representatives of the general practitioners who were 
going to use the unit, agreed to certain rules which were 
to be used in running the department. The rules, briefly, 
are as follows: 


All patients must be seen by a consultant or senior 
registrar at, or about, the 36th week of pregnancy. 

Should the pregnancy become abnormal, the patient 
becomes the joint responsibility of the consultant and the 
general practitioner. The general practitioner calls in the 
consultant when he deems it necessary. 

All the doctors using these beds have access to all the 
departments in the hospital. They may, for example, have 
any pathological tests done in the laboratory, or have x-ray 
investigations carried out. 

When the babies are born they are all examined by the 
paediatrician or his assistant, the general practitioner being 
present whenever he wishes. 

All anaesthetics must be given by a member of the 
anaesthetics department of the hospital. We felt this to be 
essential because anaesthesia has proved to be, in my 
experience, the commonest cause of maternal death. 

At the time of delivery the general practitioners can get 
any help they wish from the consultant or registrar, and 
they are encouraged to have one of the junior staff to assist 
at all operative deliveries. 

The bookings are done by one of the senior sisters of the 
departments, and there has been no difficulty or argument 
so far. The patients are from the general practitioner 
N.H.S. List, and therefore the general practitioners charge 
no private fees but receive the normal N.H.S. allowance. 

The general practitioners are satisfied with the system 
and it is continuing very happily up to date. It is not 
always possible for them to attend all deliveries booked 
by them in the unit, and when they are unable to be 
present one of the resident staff deputizes for them if 
required to do so. Otherwise the duty sister delivers 
the patient and reports to the general practitioner as 
soon as possible. 

Mr. Roper, who has completed his term as senior 
registrar at Kingston Hospital, kindly analysed the first 
thousand deliveries in the general-practitioner unit of 
this hospital. For comparison, the total deliveries in the 
established unit of the hospital during the year 1956 
have been analysed, and by comparing these two lists a 
rough idea of any variations can easily be gained. 


General-practitioner-ward Statistics—Kingston Hospital 
1,000 ! Primigravidae 551 (55.1%) 


Total cases | Multigravidae 449 (44.9%) 
Total babies born .. 1,006 
Maternal deaths + Nil 
No. 
1. Premature live births 
4. Notifiable pyrexia ae (3%) 
Genital causes .. os 5 
Extragenital causes 25 
5. Caesarean section (all lower segment =. 
tions): « S&S @SS) 
6. Forceps delivery .. 84 (8.4%) 
7. Post-partum haemorrhage (20° oz. (570 
or more) Lis 84 (8.4%) 
If defined as over 20 02Z., number is -. 68 (6.8%) 
(1 case of secondary P. P. H. is included.) 
P.P.H. cases receiving blood transfusion .. 10 
8. Manual removal of placenta... 
9. Surgical induction of labour .. 
10. Toxaemias of late pregnancy .. (6%) 
(1 stillbirth, 


1 neonatal death) 
Multigravidae és 
(2 stillbirths) 
(This included one case of compound presentation 
with prolapse of the cord treated by internal 
version and breech extraction.) 


Kingston Hospital Maternity Unit—1956 Statistics 


,Primigravidae 891 (51%) 
Total cases 1,763 | Multigravidae 872 (49%) 
Maternal death 
(hyperemesis 
gravidarum) 1 
No. 
1. Premature live births 65 
2. Total live births ex 1,720 
3. Stillbirths ake <a 44 (2.4%) 
5. Notifiable pyrexia 102 (5.6%) 
Genital causes 24 
Extragenital causes 78 
6. Caesarean sectfon 33 (1.9%) 
Lower segment 32 
Classical ik 1 
7. Forceps delivery 143 (8%) 
8. Post-partum haemorrhage (20 oz. (570 8) 
or more) .. 198 (11.2%) 
If defined as over 20 oz. number is ad 169 
Blood transfusions 40 
Secondary P.P.H. .. 10 
9. Manual removal of placenta atid 27 =((1.4%) 
10. Surgical induction of labour es 7 177 (10%) 
11. Toxaemias of late 201 
13. Breech deliveries 40 (2.2%) 
Uncomplicated : 


Multigravidae 
(No stillbirths or neonatal deaths) 
Complicated : 


(4 stillbirths) 
Multigravidae 12 


(1 stillbirth, 2 neonatal deaths) 


There are several important points in favour of the 
B.M.A. policy of recommending the opening of a 
proportion of midwifery beds in general and maternity 
hospitals for the use of general practitioners. It allows 
the general practitioners to pick from their practices the 
patients they would like to deliver personally in hospital. 
They are looking after their patients in the best possible 
conditions with the same facilities that the consultants 
have. It keeps the general practitioners in constant 
touch with modern methods, and in my opinion 
reduces to a minimum the need for regular refresher 
courses. 

In the Kingston area some of the general practitioners 
are former residents in the maternity department. They 
have recently passed the D.Obst.R.C.O.G. examination 
and are therefore especially suited to continue work in 
the hospitals. 

The Kingston scheme has been very successful. I had 
fears of difficulties arising with the nursing staff and with 
bookings, but time has proved these fears needless. 

A study of the short lists inserted above will show 
that the general-practitioner results compare most 
favourably with the work in the rest of the department. 
I would particularly like to point out that there was no 
increase in the amount of cross-infection and sepsis. 

Following the success at Kingston Hospital, St. 
Teresa’s Maternity Hospital in Wimbledon, which is a 
62-bedded hospital, recently set aside nine beds for the 
use of general practitioners in the Wimbledon area. 
These have also proved most popular with the doctors 
and patients alike. 

I would strongly recommend general and maternity 
hospitals throughout the country to follow our practice 
at Kingston in allowing general practitioners to use a 
proportion of their maternity beds along the lines 
suggested in this article. 
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RENAL DISEASE IN DIABETES 
[From A SPECIAL CORRESPONDENT] 


The Autumn Meeting of the Medical and Scientific 
Section of’ he British Diabetic Association was held 
recently at the Medical School, University of Birming- 
ham. Two new techniques have led to a reassessment 
of our knowledge of kidney disease in diabetes. Firstly, 
renal biopsy has made living material available, whereas 
previous experience was based on post-mertem findings ; 
and, secondly, electron microscopy has made possible 
more detailed studies of this biopsy material. It was 
not surprising, therefore, that most of the papers on the 
first day were on the subject of renal disease in diabetes. 


_ Proteinuria in Diabetes 
Dr. D. O’SULLIVAN (Birmingham) investigated proteinuria 


in diabetics attending a large diabetic clinic and found this . 


present in 14.2%. Analysis revealed that this incidence was 
approximately the same at all ages and in both sexes. 
Although elderly diabetics did not develop proteinuria more 
. often than younger patients, they developed it much sooner 
after diagnosis, perhaps because in the older group diagnosis 
of diabetes was often delayed. Diabetic nephropathy was 
responsible for 83% of all cases of proteinuria at all age- 
groups. In younger patients it was the only cause of 
protemuria, while even in the older female group it was 
responsible for about 80% of cases. Surprisingly, urinary- 
tract infection, often considered an important cause of 
kidney damage in diabetics, proved to be present in only 
12% of these patients. In view of this, Dr. O'Sullivan 
compared the incidence of urinary-tract infection in this 
group with that in two similarly constituted groups. the first 
composed of diabetics without proteinuria..and the second 
of supposedly healthy non-diabetics. Broadly speaking, the 
incidence of urinary-tract infection in these two groups was 
’ “much the same as in the diabetics with proteinuria. The 
conclusion he drew is that nephropathy is far and away the 
most important cause of proteinuria in diabetics, and that 
urinary-tract infection is no more common in diabetics than 
in non-diabetics at comparable age and sex. In most 
cases the amount of protein in the urine was small. and the 
classical Kimmelstiel-Wilson syndrome of nephrotic oedema, 
hypertension, and heavy proteinuria was seldom seen. 


Findings of Renal Biopsy 


Drs. C. M. ComtTy (London), G. E. Honey (Oxford), and 
J. D. Btainey (Birmingham) described the results of 
investigating diabetic renal disease by renal biopsy. é 

Dr. Honey had studied 24 diabetics who had been on 
insulin for at least ten years and had been under 21 when 
the diagnosis was made, Histologically, moderate glomerulo- 
sclerosis with diffuse thickening of the basement membrane 


of the glomerular tuft was seen in most cases. Nodular 


glomerulosclerosis, the specific lesion described by Kimmel- 
stiel-Wilson, was seen much less often. There was a high 
incidence of arteriolar lesions, consisting of increased 
hyaline material in the sub-endothelial layer, sometimes 
enough to narrow the lumen of the vessel. Clinically he 
found it impossible to assess the degree of past diabetic 
control. Proteinuria was found in five patients, and all of 
them showed gross glomerular damage. In 17 patients with 
retinopathy, rearly all showed renal arteriosclerosis and 
moderate to severe glomerular damage. However, some 
cases with no visible retinopathy showed similar histological 
appearances. Hypertension did not correlate closely with 
renal glomerular damage, but all patients with hypertension 
showed arteriosclerosis. This suggested that in some cases 
essential hypertension could arise independently of diabetic 
glomerulosclerosis. 

Dr. BLainey had studied 29 patients, including a number 
of young diabetics who had suffered from the disease for a 


relatively short time. All required insulin and the series 
included 18 patients with proteinuria, of whom 13 had 
retinopathy. These patients with proteinuria all showed 
varying degrees of histological changes in the kidney. Five 
patients had retinopathy but no protein in the urine ; two of 
these had normal biopsies to light microscopy. Six patients 
had neither proteinuria nor retinopathy, but even in this 
group only two had completely normal renal tissue on 
biopsy. Thus in 29 cases, predominantly young acute 
diabetics, 25 showed abnormalities of renal architecture on 
examination under light microscopy. In the main, the 
longer the duration of the disease the more severe were 
the histological lesions. 

Dr. Comty examined biopsy specimens from 43 patients 
of varying ages and duration of diabetes. Unlike the other 
observers, she found changes of pyelonephritis in 10 of these 
diabetics, of whom five also showed glomerulosclerosis. 
The diagnosis of pyelonephritis rested on finding areas of 
scarring, tubular atrophy, periglomerular fibrosis, and some- 
times chronic inflammatory-cell infiltration, often associated 
with a contracted kidney and cortical thinning. She found 
that proteinuria nearly always indicated renal damage, 
usually glomerulosclerosis, sometimes pyelonephritis, some- 
times both. 


Electron Microscopy 


Drs. D. B. Brewer (Birmingham) and M. S. SaBour 
(Edinburgh) described changes seen when electron micro- 
scopy was used to examine renal-biopsy material, Dr. 
Sabour had chosen six young diabetics with a recent onset 
of diabetes who had normal] kidney biopsies under light 
microscopy. Examination of the same material under 
electron microscopy showed in all cases a diffuse thickening 
of the capillary basement membrane, sometimes to a marked 
degree. In patients with diabetes of longer standing. Dr. 
BREWER demonstrated that these diffuse lesions became 
nodular in some areas. These nodules appeared continuous 
with the -glomerular basement membrane. and were closely 
related to the endothelial cells, suggesting a possible 
derivation from plasma proteins. Certainly, thickening of 
the glomerular capillary basement membrane appeared to 
be a very early lesion in the diabetic patient, perhaps 
coincident with the onset of the metabolic disturbance. As 
the basement membrane is known to be formed of a 
mucopolysaccharide, Dr. SaBour suggested that an abnor- 
mality in polysaccharide metabolism could be responsible 
for the abnormal appearance. 

The broad conclusion to be drawn from these papers is 
that glomerulosclerotic changes in the kidney appear to be 
inherent in diabetic disease and might well be unrelated to 
the control of the hyperglycaemia. Infection seems to play 
a less important part in diabetic renal disease. 


Undiagnosed Diabetes 


The second day of the meeting was largely devoted to 
the detection of undiagnosed diabetes and the significance 
of glycosuria in borderline cases. Drs. J. M. Mains, D. L. 
CROMBIE, and M. G. FITZGERALD gave the results of a survey 
organized with the collaboration of the Callege of General 
Practitioners, the General Hospital, Birmingham, and the 
Department of Medical Statistics, University of Birmingham. 
19.443 people, the complete practice population of 10 
family doctors in and around Birmingham, were invited to 
test their urine for glucose, using “ clinistix,” one to two 
hours after the largest meal of the day. 18,536 persons 
(95.33% of the population at risk) did the test and produced 
493 positive results, a figure which excluded patients 
already known to have diabetes. The majority of these 
(94%) were given a standard 50-g. oral glucose-tolerance 
test. The age and sex distribution of the tested population 
very closely resembled that of England and Wales. 
Altogether 117 cases of known diabetes and 124 previously 
unsuspected cases produced glucose-tolerance curves which 
would be accepted by conventional standards as being 
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diabetic. Thus, of the population examined, 0.63% were 
known diabetics and a further 0.67% were found to have 
diabetes. These figures are in close agreement with the 
results of previous surveys, and the method of self-testing 
thus appears to have been as successful as any other in the 
discovery of unsuspected diabetes. 

In 55 of the previously undiagnosed cases the fasting 
blood-glucose level exceeded 130 mg./100 ml. ; 31 of them 
had typical diabetic symptoms, three showed diabetic 
retinopathy, and six had clinical evidence of arterial disease 
affecting coronary, femoral, or cerebral arteries. Those 
with previously unsuspected diabetes tended to be elderly 
and fat, while the women were frequently multiparous. This 
group gave a family history of diabetes less often than the 
diagnosed cases, but more often than the non-diabetic 
population. They differed only in that more men than 
women were affected. In glycosuric subjects not diagnosed 
as diabetics, 113 were classed as having lag storage-curves 
and 60 as having renal glycosuria. Both these groups were 
younger than the diabetic population, and in both groups 
men considerably outnumbered women, 


Abnormal Glucose-tolerance 


A control population was constructed from those without 
glycosuria, to match the age and sex of those with 
glycosuria. Of these non-glycosurics 123 were given the 
standard oral glucose-tolerance test. Unexpectedly, no fewer 
than 12 of them showed a diabetic type of curve, but were 
without diabetic symptoms. Eleven out of the twelve were 
aged over 50. In other words, no less that 18% of the 
population over 50 may show a diabetic response to a 
glucose load, even though random testing of urine did not 
show sugar. Dr. MALINs stressed that we must beware of 
causing worry to people unnecessarily, particularly as the 
prognostic significance of minor abnormalities in the 
glucose-tolerance curve was undecided. 


DYSMENORRHOEA 


Dysmenorrhoea was the subject of a meeting for general 
practitioners held at the Institute of Obstetrics and 
Gynaecology, Queen Charlotte’s Hospital, last month. 


Aeticlogy 

Professor J. H. M. PINKERTON reviewed the causes of 
dysmenorrhoea, after pointing out the difficulty of assessing 
a subjective phenomenon. In primary, or uterine, dysmenor- 
rhoea_ psychological factors were important, he said, 
particularly the attitude of the patient’s mother. The old 
theory of a pelvic neuritis was now hardly tenable. 
Dysmenorrhoea had been shown to be associated with an 
intense uterine spasm. This spasm could cause ischaemic 
pain and there was also evidence that the spasm could be 
influenced by progesterone. Uterine hypoplasia had also 
been blamed in primary dysmenorrhoea, but there was little 
or no clinical evidence to support this. Occasionally an 
obstructive lesion of the cervix was found. The primary 
symptom was pain occurring just before or with the menses, 
and vomiting was often present as well. The site of the 
pain was classically hypogastric and had been described 
by the French as the “douleur aux mains croisées.” The 
diagnosis was made on the history, and pelvic examination 
was usually negative. but in some patients the passage of a 
small sterile probe into the cervix would reproduce the pain. 

Ovarian dysmenorrhoea was a less common and less well 
defined complaint. Here the pain was in the flanks and 
sometimes unilateral. and on examination the pain could 
be reproduced by pressure on the ovaries. Secondary, or 
congestive, dysmenorrhoea presented an entirely different 
picture. Fibroids, endometriosis, or chronic pelvic inflam- 


matory disease was usually the cause, and there was often 
associated sterility. 


Management of Dysmenorrhoea 

Mr. R. B. K. RickForp considered in more detail the 
symptoms and treatment of primary dysmenorrhoea. The 
pain was typically spasmodic and colicky in nature, like the 
pains of the first stage of labour. Often patients complained 
of a vague abdominal ache. suggestive of congestive 
dysmenorrhoea, but this was “ menorrhalgia” and rarely 
needed treatment. Spasmodic dysmenorrhoea could occur 
in later life in association with menorrhagia and the passage 
of clots. 

The treatment of the complaint depended on the severity 
of the symptoms. With minor degrees of pain, a simple 
explanation of the basic physiology often helped, and 
improvement of the general physical condition, if needed, 
was also advocated, particularly by dancing. When more 
active measures were indicated. tab. codein co. were most 
useful. Pethidine should never be used because of the 
danger of addiction. Antispasmodics could help, and 
belladonna and phenobarbitone made a useful mixture. 
In the young patient operative treatment was undertaken 
reluctantly, and only very occasionally was a lesion found. 
Dilatation of the cervix should be performed carefully. as 
haphazard dilatation could lead to an incompetent cervix. 
The results of dilatation were fairly good and about half 
of the patients were cured. The failures were treated with 
hormones an2 sometimes needed psychiatric treatment. 
Presacral neurectomy was very rarely performed and then 
only after the woman's mental state had been carefully 
assessed. The treatment of secondary dysmenorrhoea 
depended upon the disease causing the complaint, the 
severest cases occurring in adenomyosis. Treatment was also 
influenced by the age of the patient. 


Endocrine Therapy 

Dr. P. M. F. Bishop emphasized that, as an endocrino- 
logist, he was usually faced with the problem of incapacitat- 
ing dysmenorrhoea in a patient in whom surgery had failed. 
The cause of primary dysmenorrhoea was not definitely 
known, but it practically never occurred in a non-ovulatory 
cycle and treatment had been based on the prevention of 
ovulation. At first stilboestrol had been used, but the 
therapeutic dose might overlap the toxic dose and cause 
unpleasant side-effects. However. 2 mg. of stilboestrol, given 
from within five days of the onset of menstruation for 
14-21 days, would inhibit ovulation and cause a painless 
period. This was usually efficient. but certain criticisms 
had been levelled against this hormone. Firstly. was it 
carcinogenic ? This was unlikely. Secondly. was it a good 
thing to inhibit ovulation ? It was not known whether this 
was harmful or not, and this could not be assessed until 
the drug had been used for a very long time, but no 
permanent or harmful effect on the pituitary gland had been 
noticed, and if. treatment was stopped ovulation appeared 
to take place immediately. More recently, active oral 
progestational agents had appeared. and these are also 
effective in the prevention of dysmenorrhoea. Most of these 
drugs had the same degree of potency, and 5-15 mg. a day 
from day 5 to 25 of the cycle would inhibit ovulation. One 
of these compounds. with no oestrogenic or androgenic 
properties, called isopregnenone (“duphaston”) has been 
tried clinically and was effective in preventing primary 
dysmenorrhoea in 82% of cases. This agent had one curious 
feature in that it was non-thermogenic and therefore basal 
temperatures could be taken. Surprisingly. in many 
cases the basal temperature showed a biphasic pattern, 
indicating that the patient was still ovulating. This had 
been further proved by giving the drug to patients prior 
to laparotomy and demonstrating the presence of a corpus 
luteum or freshly ruptured Graafian follicle. This fact was 
not previously known. and the dysmenorrhoea theory of 
progesterone dominance was now difficult to believe. 

In summing up. Dr. Bishop again emphasized the point 
that if ovulation were inhibited painless periods would result, 
and although he did not advocate this as an ideal method 
of treatment it was conservative and of value. 
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New Appliances 


To-day’s Drugs 


A NEW ABDOMINAL RETRACTOR 


Mr. A. E. STEVENS, consultant surgeon, Redhill County 
Hospital, writes: The Finochietto device is a satisfactory one 
for self-retaining retractors, but many of the existing models 
are very heavy and unwieldy. With present-day relaxant 
anaesthesia it becomes less necessary to have heavy 
instruments. The retractor illustrated is made of stainless 


steel in a light section. Its weight is 187 g. against the 
normal 307 g. of the Gosset retractor of a similar size. It 
has been in use for the past six months and has been proved 
to be extremely useful. The retractor is made by Messrs. 
Chas. F. Thackray Ltd., Park Street, Leeds 1, to whom I am 
grateful for help in its design and also for the illustration. 


A TRACHEOSTOMY TUBE 


Dr. P. W. THomPson, Department of Anaesthetics, Cardiff 
Royal Infirmary, writes: The advantages of a tracheostomy 
when prolonged respiratory insufficiency is treated with 
automatic ventilation are well recognized (Mushin, Rendell- 
Baker, and Thompson, 1959). In such a case a cuffed 
endotracheal tube made of latex and reinforced with a nylon 
spiral, being both, flexible and non-kinking. has advantages 


over the more usual types of moulded rubber or metal- 


tracheostomy tubes, particularly in a child. However, the 


i 


length of the standard endotracheal tube of this construction 
is sometimes a disadvantage. If it is cut, the firmness of the 
nylon spiral prevents satisfactory insertion of a connector. 
The tube illustrated is one of a set which ranges in length 
from 8 to 14 cm. and in bore from Magill size 2 to 12. The 
tube is held in place by tapes tied to a firmly fitting ring of 
rubber tubing about 4 in. (6 mm.) wide which is slid along 
_ the tube with forceps. 

' These tubes are supplied by the British Oxygen Company 
Ltd., 27 Devonshire Street, London W.1. 


REFERENCE 


Mushin, W. W., Rendell-Baker, L., and Thompson, P. W. (1959). 
Ga Ventilation of the Lungs, p. 36. Blackwell, 
ord. 


With the help of expert contributors we publish below notes 
on a selection of drugs in common use. 


Phenoxypropazine 
“Drazine” (Smith and Nephew Pharmaceuticals). 
Chemistry —Phenoxypropazine is N-(1-methyl-2 phenoxy- 
ethyl) hydrazine. It is prepared for clinical use as the 
hydrogen maleate, which contains 59% of the active base. 
Structural formula: 


CH; 


| 
NHNH, 


Pharmacology.—Phenoxypropazine is a monoamine- 
oxidase inhibitor with actions broadly resembling those of 
other members of this group, iproniazid, phenelzine, 
nialamide, arid pheniprazine. In animals the hypotensive 
effect of phenoxypropazine is greater than pheniprazine, but 
the two drugs are similiar in capacity to inhibit monoamine 
oxidase, duration of effect, and in prolonging barbiturate 
sleeping time. In tests of acute and chronic toxicity 
phenoxypropazine is much less toxic than pheniprazine. 
The anti-inflammatory activity of phenoxypropazine is four 
times that of iproniazid. 

Therany.—The drug is given orally and is supplied in 
tablets of 5 mg. Although few reports about its use in man 
are available, it seems to be less toxic than iproniazid, but 
also less effective. It is indicated in depressive states, 
particularly in atypical forms appearing in immature or 
hysterical personalities. It appears to be most helpful to 
patients complaining of excessive fatigue, lack of energy, or 
listlessness not only in depressions but in “ anxiety states” 
and “ neurasthenia.” The most noticeable changes in such 
instances are the return of energy, activity, and drive. 
Phenoxypropazine is probably superior to other drugs of 
the group in this respect. 

For a beneficial effect 15-20 mg. daily in divided doses is 
usually required, and if a favourable response occurs it will 
be apparent within 5-7 days. Occasionally 30 mg. daily 
will bring improvement when lower doses have had no 
clinical effect. The same level of administration is continued 
until the major features of the illness (particularly 
disturbance of sleep and loss of appetite) have lifted 
completely, but if symptoms reappear when the dose is 
reduced gradually the original dose should be continued for 
a further period. As a rough guide the average patient will 
require the drug for 10-12 weeks. On withdrawal, tailing 


off is preferable, as sudden reductions frequently evoke a 


full recrudescence of depressive symptoms. 
Phenoxypropazine is also helpful in a proportion of 


' “ mid-life depressions” which have failed to respond to 


E.C.T., and in severe depressive states the number of 
treatments by E.C.T. may be lessened by giving the drug 
concurrently. Patients with recurrent depressive episodes 
often react well, and in certain cases a low dose during the 
free interval may lessen the severity or rate of development 
of future episodes. 

Side-effects—Dizziness associated with postural hypo- 
tension is common, whereas bitemporal and occipital 
headache is only occasionally reported. These effects are 
proportional to the dose and often lessen after two weeks 
even if the original level is maintained. Impotence or 
frigidity is also common and temporary. 

There is no evidence of liver dysfunction to date, but 
oedema of the legs is seen occasionally; symptoms of 
cerebellar disturbance are rare. Like other monoamine- 
oxidase inhibitors phenoxypropazine potentiates the effect 
of hypnotics and tranquillizers. Drivers particularly should 
be warned of the effect of taking alcohol. Certain dangers 
are associated with combining the drug with reserpine or 
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pethidine, and as other monoamine-oxidase inhibitors are 
known to remain in the tissues for many days after admini- 
stration ceases this possibility should be borne in mind with 
phenoxypropazine. 

From the psychiatric viewpoint excessive mental tension 
may be produced by phenoxypropazine, but this can often 
be controlled by giving small doses of chlordiazepoxide 
(“ librium”). In cyclothymic subjects particularly, continued 
administration of large doses after a depressive state has 
resolved may lead to the development of a hypomanic phase. 


N.H.S. Basic Price —100 tabs., 19s. 14d. 


Glucagon (Eli Lilly). 


Pharmacology.—Glucagon is a polypeptide hormone 
secreted by the pancreatic alpha cells. Its main metabolic 
effect is to raise rapidly the concentration of glucose in 
the blood by stimulating the breakdown of liver glycogen 
to glucose, which is then released into the blood. In this 
way glucagon probably takes part in the physiological 
regulation of glycaemia. 

Therapy.—Crystalline glucagon hydrochloride is now 
available in ampoules containing 1 mg.; it has to be dis- 
solved in the diluent provided and is injected subcutaneously 
or intramuscularly. 

Its obvious potential therapeutic use is as a hyperglycaemic 
agent for diabetics who have developed an insulin-induced 
hypoglycaemic reaction of such severity as to prevent their 
being given glucose by mouth. The best initial treatment 
of these patients in hypoglycaemic coma is of course the 
intravenous injection of the necessary amount of glucose in 
concentrated solution. But only a medical man can give 
this treatment, and in many circumstances outside hospital 
it may be delayed or impracticable. The subcutaneous 
injection of adrenaline, which raises the level of glucose 
in the blood by the same action as does glucagon. is usually 
an adequate immediate alternative ; glucagon, however, is 
probably safer than adrenaline because it has no 
sympathomimetic effects. 

An initial injection of 0.5 to 1 mg. glucagon is at present 
recommended for treating reactions of moderate clinical 
severity and of 2 mg. or more for severer episodes. Most 
patients are said to show a satisfactory response within 10 
to 20 minutes, but if the response is inadequate the injection 
can be repeated. When the patient recovers consciousness 
he should be given glucose by mouth. 

There is little published evidence of the efficacy of 
glucagon in very severe reactions, particularly those induced 
by long-acting depot insulins. Because the effect of 
glucagon depends on a sufficiency of liver’ glycogen the 
hyperglycaemic response to it may be inadequate if this 
glycogen has become deplefed during prolonged hypo- 
glycaemia. While greater experience is required to clarify 
its indications and value in the treatment of insulin reactions, 
glucagon certainly has potential advantages over adrenaline 
and intravenous glucose in that it could be injected early 
in the reaction by an intelligent friend or relative, and it is 
also more convenient for the family doctor. The undue 
delay so often seen in the treatment of diabetics in 
hypoglycaemic coma could thus be avoided. 

Glucagon has also been used for terminating coma 
induced by rapidly acting insulin in psychiatric patients and 
in a few rare circumstances not discussed above. 


N.H.S. Basic Price-——Ampoule, 1 mg., 11s. 8d. 


Parents who are thinking of adopting a child may want 
information on how to set about it. A pamphlet issued 
by the Standing Conference of Societies Registered for 
Adoption gives guidance on this as well as on some of the 
domestic and legal points an adopter should know about 
bringing up a child. It also contains a list of all the 
adoption societies in Great Britain. Copies are 1s. post 
free from the Hon. Secretary, Mr. A. RAMPTON, Gort Lodge, 
Petersham, Surrey (special quotations for quantities). 


Correspondence 


Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


The Contraceptive Pill 

Sir,—I see that in your leading article (September 16, 
p. 754) your opinion on the pill is that it should be used 
cautiously, in view of the possible unknown future 
biological effects due to the suppression of ovulation 
over a long period. 

Furthermore, the company manufacturing the pills 
(Searle & Co., Ltd.) themselves state that exhibition of 
the pills may mask underlying uterine disease, and also 
add to salt-fluid retention in cardiac cases. Also I feel 
that a possible objection is that in some cases, if not 
many, the diligent application required to take these 
pills in the proper manner would tax many a harassed 
woman and cause much worry and, possibly, withdrawal 
complications. 

I am wholly in agreement with your leading article, 
and, as you say, the pills are under Schedule 4 and 
therefore their use can be controlled and only issued at 
the discretion of a doctor. 

However, it has come to my notice that the “ Family 
Planning Association have now been recommended by 
their Medical Advisory Council to make ‘conovid ’ 
available in their clinics as an alternative method of 
contraception.” The Medical Advisory Council also 
added the proviso that “due regard is paid to the 
relationship between F.P.A. doctors and the rest of the 
medical profession” (see Brit. med. J., October 14, 
p. 1032). I am uncertain of how this proviso is to be 
implemented, but would like to be assured that no 
patient of mine will be given the pills at an F.P.A. clinic 
without first having been referred to me and receiving 
my written permission ; any patient not wishing to be 
referred to her own family doctor should, I feel, be 
refused this method of contraception automatically. I 
feel that any measures less stringent than the above will 
lead inevitably to ill-feeling among the profession, and 
make a mockery of the obvious need for caution in the 
use of these pills. 

I know that in the paSt some doctors have not agreed 
with the Family Planning Association’s aims, but surely 
these objections were based, in the main, on religious and 
moral grounds and not to the safeguarding of the 
patient’s physical health. I, as a supporter of the 
Family Planning Association’s ideals hitherto, am 
seriously perturbed at this new development.—I am, etc., 


Barrow-in-Furness, Lancs. C. EDwarDs. 


Sir,—The reports by Dr. P. Eckstein et al. and by 
Dr. Eleanor Mears (November 4, pp. 1172 and 1179) on 
the use of norethynodrel as a contraceptive agent will 
have been of interest to many practitioners and may 
lead to the wider use of these compounds. These trials 
have been conducted under the aegis of the Family 
Planning Association, and the results are assessed from 
the point of view of contraceptive clinic practice. The 


gynaecologist and the endocrinologist are likely to direct 
attention more to other changes produced by these 
compounds. 

Your contributors have been concerned about the 
amount of the oestrogen which is added to these tablets. 
They have found that at the lowest dose ovulation is not 
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suppressed and have instituted trials to determine the 
optimal ratio of norethynodrel to oestrogen. These 
experiments ignore the fact that norethynodrel is itself 
probably metabolized in part to oestrogen. Brown and 
Blair’ have shown that norethisterone is partially con- 
verted to ethinyloestradiol in the body. In view of the 
known oestrogenicity of pure norethynodrel and the 
fact that it differs from norethisterone only in the 
position of one double bond there can be little doubt 
that it, too, is partially converted to oestrogen in its 
metabolism. In this context it is surely a matter of 
indifference whether the dose of oestrogen is increased 
by giving more ethinyloestradiol-3-methyl ether or by 
giving more ethynodrel. . Messrs. Searle have kindly 
given me supplies of ethinyloestradiol-3-methyl ether 
and it was found that the amount contained in a 5-mg. 
“conovid” tablet (0.075 mg.) was by itself alone 
sufficient to inhibit ovulation in four out of five cases. 
It needs to be stated with some emphasis that there is 
no evidence that the antiovulatory action of 
nortestosterone compounds is due to anything other 
than oestrogen. It seems to me likely that the principal 
activity of the so-called “ progestational ” element in 
these compounds is to modify the excessive stimulatory 
effect of the oestrogen on the endometrium and to 
reduce the excessive bleeding which would otherwise 
result on withdrawal of oestrogen. 

The virilizing action of norethynodrel on the female 
foetus is mentioned in your excellent annotation in the 
same issue (p. 1205). The many reports of this effect 
give grounds for believing that nortestosterone com- 
pounds are contraindicated in pregnancy. In view of the 
low dosage it is not surprising that no virilization was 
noted in the six female foetuses in the series of Dr. 
Eckstein et al.; higher dosages are now used and it is 
not unlikely that they will be inadvertently given to 
pregnant women with unhappy results. 

In the trials published on November 4 endometrial 
biopsies were not done. In the gynaecological endocrine 
clinic at Aberdeen 124 courses of “ enavid ” (norethyn- 
odrel 9.85 mg. and ethinyloestradiol-3-methyl ether 
0.15 mg.) have been given to 43 women suffering from 
dysfunctional uterine haemorrhage. Thirty of them 
were having ovulatory cycles. In 79 biopsies taken 
during or immediately after the administration of 
enavid, not one showed a normal late secretory 
endometrium. A variety of changes may result in the 
endometrium as a result of the exhibition of nortesto- 
sterone compounds ; none appear to correspond exactly 
to what occurs in the normal cycle. 

Working with selected volunteers seen monthly, and 
under strictly controlled conditions, Dr. Eckstein et al. 
and Dr. Mears were able to get satisfactory results in 
spite of the fact that 30%-40% of their patients were 
nauseated and one-third bled while taking the tablets. 
The treatment was “accompanied by considerable 
derangement of the menstrual cycle.” No gynaecologist 
can view with any enthusiasm the prospect of large 
numbers of nauseated women bleeding irregularly from 
highly abnormal endometria. Nor does it seem wise to 
expose any considerable number of women to potent 
synthetic oestrogens for years on end. The synthetic 
gestagens are proving of value in a variety of menstrual 
abnormalities. Their use on a large scale, outside of the 
controlled situation of an experimental trial such as that 
of Dr. Eckstein et al. and of Dr. Mears, is inadvisable. 
It is a pity that they are now being advertised as 
contraceptives to the medical profession by one firm 


and that others will doubtless follow suit in short order. 
—I am, etc., 


Obstetric Medicine Research Unit 
(Medical Research Council), 
University of Aberdeen. 
REFERENCE 
eee. re B., and Blair, H. A. F., Proc. roy. Soc. Med., 1960, 


ARNOLD KLOPPER. 


Exfoliative Cytology in Women 

Sir,—The torrent of papers on vaginal cytology 
continues, yet the light shed by them remains 
disproportionate to their bulk and numbers. 

After a five-year study of cytology in the Hospital 
for Women at Leeds we have learned much, among 
other things that the complexity of the subject goes 
some distance to explain the want of light referred to 
above. Yet not, I think, all the way. Some views J 
expressed two years ago (at a symposium on the subject 
in the North of England Obstetrical and Gynaecological 
Society at Manchester) have hardened in my mind as I 
have read recent and more advanced work. For example, 
I think we still neglect to allow for some fundamental 
anatomical and mechanical considerations, thus: 

(1) That the vascular systems of the body, blood and 
lymphatic, are absent from all epithelial surfaces. They 
develop in mesoderm and stay there. Paradoxically 
enough, even those epithelia of interest to us gynaeco- 
logists, the cervix and corpus, which are themselves 
mesodermal, are also without vessels. Of this the 
necessary consequence is that, so long as the lesions are 
intra-epithelial, metastases are impossible. 

(2) That epithelium grows outward, not inward, and 
sheds ultimately either on to a skin-surface or into 
some body-cavity connected to it. Thus an intra- 
epithelial cancer of the cervix might possibly be pushed 
upwards by benign cells growing below it and be shed 
into the vagina, where we zealous cytologists might find 
it at a time when no more remains in the cervical 
epithelium. This could possibly explain our frequent 
positive findings. 

(3) That the cervical epithelium is rarely more than 
two-hundredths of an inch (0.5 mm.) in thickness, the 
thickness of toilet-paper. Highly keratinous varieties 
are the usual exceptions. 

(4) That the wooden spatulae in use are by no means 
the smooth and gentle objects they appear to be. Put 
them on a slide of cervical epithelium. Many will 
display numerous spiky projections at least a two- 
hundredth of an inch in height, sometimes vastly bigger. 
I shall therefore declare once again my continued 
dismay that with these crude weapons we continue to 
scrape possibly cancerous epithelial surfaces until they 
bleed briskly, and thus expose lymphatics and veins 
which before were a distance, small but considerable, 
below the epithelium we wish to examine. I cannot rid 
my mind of the suspicion that. in a few occasions at 
least, we may be most resourcefully thrusting an intra- 
epithelial carcinoma, or some part of it, into a vascula- 
ture from which it was previously absent. That, indeed, 
iatrogenic metastases are a real possibility——I am, etc., 
NorMAN LISSIMORE. 


Hospital for Women, 
Leeds 2. 


Amputation Throrgh the Knee 
Sir,—The Ministry of Health Limb Fitting Service 
is the largest service of its kind in the world. It is 
a service of which this country can justly be proud. 
The fitting of artificial limbs is dependent on the 
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surgery of amputations. Although it is true to say that 
an artificial limb can be fitted to any stump, it is 
necessary to bear in mind that the production of an ideal 
stump enables the service to fit the best possible artificial 
limb to the new organ. It behoves surgeons therefore 
to try as far as the dictates of pathology will allow to 
amputate at a site which will achieve the best possible 
functional prosthetic results, 

In comparing the artificial limb fitted and supplied for 
a disarticulation of the knee with that for a Stokes— 
Gritti amputation, it must be said that a Stokes-Gritti 
amputation does not offer the patient the best functional 
result even when the surgery is highly satisfactory. 

The Stokes-Gritti amputation, whether carried out with 
the original idea of obtaining an end-bearing stump, or 
whether as a surgical preference, results in a long stump. 
From a prosthetic viewpoint this has several disadvantages, 
perhaps the chief one being the lack of space in the socket 
for any form of knee mechanism. As a result, it is not 
possible to accommodate a knee-control mechanism which 
enables the amputee to vary the cadence of the swing of 
the lower leg of the prosthesis to suit his particular gait: 
neither is it possible to fit an internal coil-spring which 
extends the artificial knee-joint. If a knee-lock should 
become necessary this has to be fitted externally, adding 
weight to the prosthesis. 

If on the other hand it is desired to utilize centre-knee 
mechanism, this can only be effected by lowering the 
artificial knee-joint—that is, lengthening the thigh piece with 
a corresponding shortening of the shin. With the natural 
and the artificial knee-joints on different planes the gait is 
affected and the artificial knee protrudes in an ungainly 
fashion when the patient is seated. 

Should the amputee be so unfortunate as to acquire a 
flexion deformity of the hip on the side of the amputation, 
alignment of the prosthesis to secure a vertical line through 
the tuber ischii, the knee, and the ankle presents a difficult 
problem which, if solved, results in an unsightly prosthesis. 

A disarticulation of the knee or both knees enables 
the patient to walk better and overcomes all the 
objections raised above. As a surgical procedure it is 
simple, straightforward, and does not involve the section 
of bone, and preserves proprioceptive sensation so 
necessary and useful in an end-bearing stump, especially 
in the elderly.—I am, etc., 


Queen Ma 
London 


*s (Roehampton) Hospital, LEON GILLIS. 


-W.15. 


Nationalities of Junior Staff 


Sir,—I would like to write in support of Professor 
Charles Wells’s suggestion (October 28, p. 1148) for the 
scheme for training of senior and middle grade 
registrars. A planned programme of training is indeed 
long overdue, and essential if we wish to remain in 
the forefront in training consultants not only for this 
country but also for postgraduate training for doctors 
from overseas. As I see it, a plan for registrars would be 
a very involved one, especially with the large number of 
posts to be filled and the unequal ratio between teach- 
ing hospital/peripheral hospital posts, and any future 
scheme for this grade would have to be integrated 
with overseas graduates and_ general-practitioner 
sessions. Surely, however, the senior registrar 
problem could now be solved, and the anxiety about 
their future be removed from these men. A plan which 
would cover a five-year rotation would enable a man 
to arrange his living accommodation and prepare the 
education of his children. 

Whether we like it or not we are training two different 
types of senior registrar. The peripheral senior regis- 


trar, on the one hand, who if he is lucky may have 
a year on an exchange basis in the environment of the 
teaching hospital, and for the rest of his time is heavily 
burdened with work which, though he accepts it 
willingly for the experience, nevertheless prohibits him 
from being able to review it objectively and therefore 
utilize it to best advantage. On the other hand, the 
teaching hospital senior registrar is selected by an 
entirely different type of committee and works in an 
environment which trains him to pass on what he has 
learned to others, and to undertake a period of research 
as a part of his training, which-is surely essential to-day 
for the would-be consultant. 

If the Ministry and teaching hospital could get 
together it should be possible to work out the total 
number of senior registrars required in a specialty to 
meet the various requirements at consultant level. The 
number could then be divided out on a regional basis, 
and in each region representatives from the university, 
teaching hospitals, and peripheral hospitals could work 
out the posts which should be filled by their ration. A 
scheme of rotation could then be organized and a senior 
registrar would know, for instance, that he would spend 
the years on a rota such as follows: one year profes- 
sorial unit, two years peripheral hospital, one year 
research (or overseas), and one year specialized unit. 
If at the end of this period an appointment had not 
been obtained he would have to begin the rota again. 

Should a man on the rota obtain an appointment 
during a particular year, it would be a simple matter 
to appoint a candidate to take over where he left off. 
and if he had only a short time left in that particular 
year he would come back to an almost full year in the 
end. I think, Sir, it is time the goats and the sheep were 
integrated and appointed only from one source. A 
senior registrar should be appointed only if it was felt 
he was material for consultant status.—I am, etc., 


West Bromwich and District J. D. HENNESSY. 


General Hospital. 


Sir,—I sincerely hope that the suggestions made by 
Professor Charles Wells (October 28, p. 1148) regarding 
junior staff appointments will be accepted by the 
hospital boards of this country. This will not only be 
satisfactory from the point of view of treating the 
patients, but also from ie point of view of the Indo- 
Pakistani doctors. Though the salary scale is the same 
in all the hospitals, one has to confess that the quality 
and amount of work vary enormously from hospital to 
hospital. Most Indo-Pakistani doctors do not get the 
opportunity to work in the teaching or semi-teaching 
hospitals, although their primary object in this country 
is to learn 'the best this country can offer. 

During the past decade increasing numbers of Indo- 
Pakistani doctors have been coming to this country to 
take up hospital appointments and subsequently taking 
postgraduate diplomas at various centres in this country. 
British doctors should be proud of this fact that their 
country has still so much to offer to the young doctors 
from abroad. But, unfortunately, far too often I have 
noticed a sense of resentment among the local medical 
men against the “foreigners” among them. I am sorry 
to note that even Professor Charles Wells implies that 
British graduates are better trained than their colleagues 
from abroad. Professor Wells considers Asian doctors 
“untrained and unfitted” to work as registrars in 
peripheral hospitals. I do not know what evidence there 
is to make such generalizations. All I can say as an 
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Asian who has worked as a registrar in peripheral 
hospitals in this country is that | was never called 
“unfit” or “ untrained.” I never heard such allegations 
made against my compatriots working in similar places. 
Of course, there may be exceptions, but then there are 
also exceptions among the “relatively well trained” 
British graduates.—I am, etc., 


Harrogate, Yorks. 


Firework Accidents 


Sir,—I would like to lend support to Mr. Douglas 
Jackson’s admirable article on the serious effects of 
these unnecessary firework accidents (November 4, 
p. 1184), and-the need for fresh legislation to prevent the 
unsupervised purchase by children ard adolescents of 
these dangerous playthings. The total size of the 
problem presented in this country by these patients each 
year must be a large one, but the exact national figures 
are unobtainable. 

The intake to the Guy’s Hospital Children’s Burns 
Unit on November 5 and on the two to three days 
following as the result of firework accidents was seven 
children, and three adolescents were admitted to the 
general surgical wards. All of these patients may expect 
to be in hospital for a number of weeks ; most will need 
grafting and some will need occasional surgical super- 
vision and treatment for the rest of their lives. 

Mr. Jackson makes the very good point that the 
prevention of the sale of fireworks to unsupervised 
children need not prevent their sale to adults for 
organized and supervised firework displays.—I am, etc., 


London W.1. PATRICK GLARKSON. 


N. S. BANERIJI. 


Aschoff Nodes in Endomyocardial Fibrosis 


Sir—The important paper by Drs. Derek Abrahams 
and Wallace Brigden (July 15, p. 134) raises a funda- 
mental question regarding the significance of the Aschoff 
node. In medical literature, the Aschoff node has up 
till now been regarded as the hallmark of rheumatism. 
The fact remains. however, that the Aschoff node is 
merely a histological reaction to a disease process, and 
it is also a fact that similar disease processes tend to 
produce similar (sometimes identical) histological 
reactions in the tissues. This is well shown in the giant 
cells seen in diseases like tuberculosis and leprosy ; and 
in syphilis and yaws—similar diseases which share 
common  histopathological and even serological 
reactions. 

Drs. Abrahams and Brigden found undoubted Aschoff 
nodes in the hearts of some patients showing endomyo- 
cardial fibrosis but who had presented clinically as 
mitral incompetence with pulmonary hypertension. Out 


Endomyocardial Fibrosis Cardiac Rheumatism 
Early sta: .. | Low erade fever Rheumatic fever 
Myocarditis Pancarditis 
Joints .. Nat involved Joint pains very common 
Progress Recurrent episodes common | Recurrent attacks usual 
rse Usually short Usually 
E.S.R. May be raised 
Aortic valves Never involved Often 
Mitral valves Mitral incompetence usual | Mitral stenosis usual, incom- 
Ppetence sometimes 
Tricuspid valves | When involved incompe- | When involved, stenosis or 
tence 
Atrial fibrillation Roe ery common 
Prognosis .. | Uncertain, good 
when 
1s) 


Treatment 


' No lasting response to any 
| known medicament 


Fairly good response 
acute stage to ied 
and steroids 


of 13 patients with this syndrome who came to necropsy, 
Aschoff nodes were present in no fewer than eight cases. 
The authors concluded that rheumatism in a form 
modified by local factors was probably responsible for 
some cases of endomyocardial fibrosis. 

This table shows some of the similarities and 
differences observed between typical cases of endomyo- 
cardial fibrosis and cardiac rheumatism. The question 
is whether there are not sufficient differences in natural 
history, clinical features, prognosis, and response 
to treatment, etc., between rheumatism and 
endomyocardial fibrosis to warrant the recognition of 
endomyocardial fibrosis (even where Aschoff nodes are 
present) as a separate disease entity. The existence of 
Aschoff nodes in some cases of endomyocardial fibrosis 
could then be taken to mean that the two diseases share 
common _histopathological characteristics (just as 
tuberculosis does with leprosy, and yaws with syphilis) 

This is not to deny that rheumatism in the European 
sense may on occasions coexist with endomyocardial 
fibrosis. In the light of present knowledge there appears 
to be no other satisfactory explanation for the small 
proportion of cases where a raised antistreptolysin titre 
and Aschoff nodes occur together with endomyocardial 
fibrosis. Certainly one has seen in Nigeria cases of 
pure mitral stenosis, or of mitral and aortic valve 
disease, in patients with or without a history of joint- 
pains in childhood, and there are on record several 
cases of mitral stenosis with endomyocardial fibrosis 
confirmed at necropsy.! ? 

Finally, Drs. Abrahams and Brigden emphasize the 
social background of their patients, the serum-protein 
patterns, the anaemia, and the widespread parasitic 
infections, and they hint that these factors may be 
sufficient to increase the incidence of cardiomyopathy 
and modify the clinical appearances of cardiac 
rheumatism. 

This is an attractive hypothesis, which deserves to be 
carefully examined. If it is correct, physicians must 
search more intensely for endomyocardial fibrosis-like 
diseases in the Caribbean, South America, and South 
East Asia, where social conditions similar to those in 
Africa also exit.—I am, etc., 

General Hospital, 

Enugu, Nigeria. 


CHUKUEDU NWOKOLO. 
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Red-cell Aplasia in Marasmus and Kwashiorkor 


Sir,—We have just seen Dr. L. K. Kho’s letter 
(October 21, p. 1086). We were, of course, aware of 
his work, particularly his description of the “ giant 
pro-erythroblast,” and we have referred to this in a 
subsequent paper (in press). We did not, however, 
think that the cases he described were similar to ours 
with their responses to riboflavin. 

Our marrow-punctures were usually done twice a 
month or more often, from the moment a patient 
entered hospital to his discharge. There was, then, a 
complete picture of the marrow-activity during the 
whole period of a patient's illness, sometimes up to 
four months. The red-cell aplasia which we described 
appeared during the recovery syndrome!? and not 
during the acute phase of the illness, or at admission, 
as did Dr. Kho’s. 
erythroblasts ” and none of the children were suffering 
from any acute infectious process at the time the aplasia 
occurred. 


None of our cases had “ giant pro- ' 
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It was the occurrence of this aplasia during the 
recovery syndrome, its response to riboflavin, and the 
possible relation of this to the reported responses of the 
recovery syndrome to cortisone, and the link between 
these and tryptophan metabolism, that we regarded as 
significant. Those children who got infections such as 
measles, enteritis, whooping-cough, etc., whilst in 
hospital did, in fact, develop a transient marrow- 
hypoplasia, which was corrected when the infection 
disappeared. This transient hypoplasia was not related 
to the aplasia which we described and which always 
occurred during the “recovery syndrome” when the 
plasma proteins had risen to normal and the children 
were clinically better and about to be discharged from 
hospital. 

Most of Dr. Kho’s patients had severe acute infec- 
tious processes, such as tuberculosis, of both lungs, 
influenzal meningitis, etc., and we are not, therefore, 
surprised that hypoplasia of the red-cell series was 
present and cleared when the infection passed. It 
seemed, and still seems to us, that the aplasia and hypo- 
plasia with “ giant pro-erythroblasts " described by Dr. 
Kho is similar to that which occurs during gross states 
of infection, and is not the same as that which we 


described.—We are, etc., Henry Foy. 
Nairobi, Kenya. ATHENA KONDI. 
REFERENCES 
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Malaria and Glucose-6-phosphate Dehydrogenase 


Sir,—We are glad that the differences between Dr. 
T. Wilson (September 30. p. 895) and ourselves are now 
narrowed down to a few points of interpretation. We 
believe that these differences will disappear alogether 
when we state explicitly the lines of reasoning that were 
implicit in our original communication (May 13, p. 
1346). These were not presented in detail at the time 
for reasons of brevity, and because they would have 
made the whole argument about protection too cumber- 
some to be followed easily. 

The fact that Field’s' cases were treated strengthens 
our argument rather than weakens it. For if a pro- 
portion of subjects with initial P. falciparum parasite 
counts above 1.000 per c.mm. died despite treatment, 
then it is surely reasonable to suppose that the mortality 
in this group would have been even higher if there had 
been no treatment. This reinforces our conclusion that 
infections with parasite counts above 1,000 per c.mm. 
are potentially lethal. 

As Dr. Wilson states, the level of parasitaemia in 
subjects such as ours is likely to vary from day to day. 
However, subjects with parasite counts above 1,000 per 
c.mm. (termed for convenience group A) have at the 
time of investigation potentially lethal infections, 
whereas those with lower parasite counts (group B) do 
not. If the counts had been made a few days earlier 
or later, some subjects in group B would have been 
classified in group A and vice versa. Nevertheless, if 
any protective factor suppresses parasite counts so that 
they remain below 1,000 per c.mm., or are above this 
level for only brief periods, then in any large random 
sample subjects with this protective factor should be 
proportionately more frequent in group B and less 
frequent in group A. This is precisely what we have 
demonstrated for glucose-6-phosphate dehydrogenase 
deficiency. It seems likely, as Dr. Wilson implies, that 


an early stage in the development of acquired immunity 
reinforces the natural protection against falciparum 
malaria provided by red-cell enzyme deficiency and the 
sickle-cell trait. This point, and others dealing with 
protection against malaria parasites, have been more 
fully discussed at a recent meeting of the New York 
Academy of Sciences, and those interested can find 
further information in the publication concerned.?-—We 
are, etc., 


National Institute for Medical Research, A, C, ALLISON. 
London N.W.7 

Malaria Department, D. F. 
Morogoro, Tanganyika. Come 
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Milk Proteins in Ulcerative Colitis 


Str,—Sensitivity to milk has been incriminated as a 
factor in the aetiology of ulcerative colitis.1? I can 
confirm the report of Drs. K. B. Taylor and S. C. 
Truelove (October 7, p. 924) concerning elevated 
antibody titres to milk in ulcerative colitis as measured 
by the Boyden tanned-cell technique (Table I). .I have 
also failed to demonstrate a relationship between the 


TABLE I 
Antibody Titre to Ulcerative 
Whole Milk Colitis Controls 
48 (54%) 62 
1 8-1'16 20 23%) 18 (19%) 
1'32-1 64 15 (18%) 8 (8-5%) 
Plus 1/64 5 (5%) 7 (7-5%) 
Statistical sienificance of x2= 16-09 
the differences Degrees of freedom =3 
0-001. 
Taste II 
Antibody Titre Activity of the Disease* 
to 
Whole Milk 0-4 5-8 9-12 Plus #2 
0-14 22 18 3 0 
1'8-1 16 4 6 2 1 
132-1164 6 4 1 
Plus 1/64 2 0 0 0 


* Activity score—maximum 15, assessed on stools, weight, treatment in the 
last month, performance status, and frequency of visits to the consultant. 
antibody level and the activity of the disease (Table II). 
As there is no establisheds theoretical relationship 
between the antibody level and the activity in a 
hypersensitive state, these results should not be taken 
as evidence against (or for) a-possible role of milk in 
ulcerative colitis ——I am, etc., 


Cambridge. L. Davipson. 


Andresen, F, Amer. J. dig. 1942, 9, 91. 
? Truelove, S. C., brit med. J., 1961, 54. 


Chronic Sick of Psychiatry 


Sir,—Your issue of October 21 (p. 1078) quotes Dr. 
G. C. Tooth as saying, “Clearly there would be a 
number of such people who would need something akin 
to custodial care in a hospital setting for long periods. 
Certamly the chronic and especially the brain-damaged 
psychotic who required no more than custodial care 
should not be mixed with those who were undergoing 
active treatment.” 

A week has passed and he has not apparently written 
to you to say that your report is misleading. In effect 
what he has said, like others before him, is that third- 
class treatment is good enough for what he considers to 
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be third-class patients. I do not know any psychotic 
or any patient with organic brain damage whose major 
requirement is custodial care. Neither do I see any 
reason why any patient should be denied active 
treatment. It is rather strange that Dr. Tooth should 
talk about chronic patients rather than chronic illnesses, 
and in any case the greater the degree of chronicity 
surely the greater the necessity for active treatment. 

What is particularly important is to know in what 
capacity Dr. Tooth is speaking. Was it as a doctor 
expressing his personal opinion, or was it as a very 
senior member of the Ministry of Health expressing 
the Ministry’s views ? In either case the remarks were 
disgraceful. The Ministry of Health has not dissociated 
itself from his remarks, therefore we are left to assume 
that the Minister himself approves of them. It seems 
that a very strange service for the mentally ill is likely 
to develop.—I am, etc., 


De la Pole Hospital, 
Willerby, Hull. 


** We showed Dr. Bickford’s letter to Dr. Tooth, who 
replies as follows.—Ep., B.M_J. 


J. A. R. BICKFORD. 


Sir,—However much we may hope that early and 
more effective treatment may reduce their numbers, 
some provision will have to be made for the future care 
of the “chronic sick ” of psychiatry. Unlike the chronic 
sick of general medicine the need of these patients for 
hospital care depends as much on social as medical 
considerations. Many of them require to be guarded 
from the effects of disturbances of behaviour, often 
organically determined, for which there is no curative 
treatment. This kind of custodial care does not, of 
course, exclude treatment, but it is a mecessary 
background to whatever treatment is available. 

Many of our psychiatric hospitals have succeeded in 
eliminating thé custodial atmosphere which was a 
hindrance to the treatment of the majority of their 
patients. It would seem reasonable to make specific 
provision in future planning for those patients who 
need custodial care in a hospital setting. 

Of course, a member of the staff of the Ministry of 
Health, speaking on such an occasion, seeks to reflect 
departmental views.—I am, etc., 


Ministry of Health, 
London W.1. 


GEOFFREY TOOTH. 


Psychopaths Aged Over 25 
Sir,—Having followed the recent correspondence on 
the above subject with considerable interest, I can see 
no objection to the view put forward by Dr. W. J. Abel 
(September 30, p. 895). Nevertheless, there is an even. 
simpler solution to the problem. Section 44 of the 
Mental Health Act, 1959, could be suitably amended 
to facilitate the detention in hospital of patients over 
the age of 25 suffering from “ psychopathic disorder ” 
and “subnormality.” Alternatively, Section 44 might 
well be abolished altogether. Any automatic discharge 
from detention in hospital of a mentally disordered 
patient which depends upon the age of the patient is 
utterly unrealistic. There is no magic cure for either 
“psychopathic disorder” or “subnormality” which 
arrives on the 25th birthday.—I am, etc., 
Ash Priors, M. P. NELSON. 


Neuropathy after Thalidomide (“ Distaval ”’) 
Sir,—I read with interest the article by Drs. Pamela 
M. Fullerton and Michael Kremer (September 30, p. 855) 
relating to neuropathy after the intake of thalidomide 


(“ distaval ”) and also your leading article (p. 876). My 
attention had already been called to the possible toxic 
effects of this drug by Dr. D. Burley, medical adviser 
to the Distillers Company, as he knew that we have been 
using unusually high doses in our patients at Botleys 
Park Hospital, all of whom were mentally subnormal 
in some degree, and many showing disturbed behaviour. 

We began to try thalidomide in June, 1958, and in 
view of the absence of side-effects and toxic manifesta- 
tions we gradually increased dosage far beyond that 
recommended. Such a policy can only be adopted if the 
patients concerned are in hospital and if one lives on 
the premises and can take immediate action. I was able 
to take this responsibility. Between June, 1958, and 
June, 1959, we had 63 patients taking thalidomide. We 
were more concerned with sedation than hypnosis. 
None of these patients suffered from serious lack of 
sleep. All showed disturbed behaviour varying from 
mild depression to mild excitement, anxiety, bizarre, 
impulsive activities of apparently purposeless character, 
and hyperkinesis, well known to all medical officers in 
hospitals for the mentally subnormal. A number of the 
patients suffered from epilepsy and were already taking 
anticonvulsants (phenobarbitone, phenytoin, etc.). 

I and my colleagues gradually pushed up the dosage 
of thalidomide in those patients who showed no 
immediate benefit. I reached 1,000 mg. daily in one 
highly disturbed patient whose activities caused anxiety 
in that she injured herself unmercifully. One of my 
colleagues reached the record height of 1,500 mg. Daily 
observation gradually convinced us that high doses were 
merely wasteful. In a few patients we were able to 
establish an optimum dose, from 200 mg. to 400 mg. 
a day. Throughout the last three years I have been in 
correspondence and personal contact with Dr. Burley, 
and he has kept me closely informed of developments 
elsewhere. We have come to the conclusion that high 
dosage is indeed wasteful, the body being presumably 
unable to metabolize the excess. 

The main point of this letter is to call attention to 
the fact that we have not been able to detect any 
ill-effect whatever in any of our patients taking this drug. 
We are alert to the fact that in mental defectives of 
severe grade subjective symptoms such as tingling and 
numbness and loss of sensation could be present but 
impossible to detect, but we cannot recall a single 
instance, to date, of toxic effect. Dr. Burley called my 
attention, during 1959, to the question of mental age in 
relation to sedative drugs, as he had discussed this 
question with the medical officer of an_ institution 
harbouring extreme cases of severe subnormality, who 
had received thalidomide in large doses with no useful 
effect. In reply to this I said that there may be some 
substance in the argument that, for a sedative or 
hypnotic drug to be successful, the patient concerned 
should have some desire to be relieved or to go to sleep. 
A great many mental defectives with gross behaviour 
disorders are not in the least disturbed, indeed they 
revel in their “ disorder,” which is our word, not theirs. 
Might it not sometimes be that it is the nurse or the 
doctor that needs the thalidomide? Anyway, it is all 
a matter of body chemistry, knowledge of which is 
increasing rapidly.—l am, etc., 

Botleys Park Hospital, 

Chertsey, Surrey. 


D. MAGRATH. 


Smr,—After taking “distaval” (thalidomide) for 
12 months—25 mg. each night—I developed numbness 
and some loss of tactile sensibility in the fingers of both 


4 
} 
4 
4 
J 
: 
q 


1360 Nov. 18, 1961 


CORRESPONDENCE 


BRITISH 
MEDICAL JOURNAL 


hands, and to a lesser extent in both feet. The article 
by Drs. Pamela M. Fullerton and Michael Kremer 
(September 30, p. 855) indicated the cause. 

My object in writing this note is to point out that 
even small doses of thalidomide may induce neuropathy. 
—I am, etc., 


Birmingham, 29. J. A. BRown. 


Sir,—“ This child’s life may depend on the safety 
of ‘ Distaval’’’ (November 4, advertisement p. 12). In 
view of the correspondence of the last few weeks should 
such advertisements continue to appear in your journal ? 
Whom can we believe ?—I am, etc., 

Ickford, Bucks. 


*.* The advertisement in question has been withdrawn 
for revision—Ep., B.M.J. 


J. TEWSON. 


Severe Reaction to Meprobamate 


Sir,—Mrs. M.T. was a married woman of 49. On 
September 3, 1960, she was given meprobamate tablets 
400 mg. to take at night for cramp-pains which kept 
her awake. On September 7 at 5.30 a.m. I was called 
to see her. She had retired to bed at 10.30 p.m. quite 
well, but had awakened at 12.30 a.m. She had diarrhoea 
and had vomited several times and passed water into 
the bed. She had severe pain in her right groin, and 
she looked pale and very ill. Her pulse was impalpable, 
her B.P. 60/? There were no gross signs in the heart, 
chest, or abdomen, and no evidence of any blood loss. 
She was given “ stemetil ” (prochlorperazine dimaleate), 
2.5 mg. intramuscularly, to stop the vomiting. She was 
seen again at 8.15 a.m. and as she was no better she 
was sent into hospital as a possible case of Addison’s 
disease, or a dissecting aneurysm. 

On reaching the hospital her pallor had gone and 
her skin was indurated, hot, and brilliantly red. It was 
thought that she had angioneurotic oedema. She was 
given antihistamines, which relieved her condition in 
48 hours, and she was discharged much improved. 

A year later, on October 2, 1961, she again complained 
of cramp-like pains which kept her awake at night. 
She was again given meprobamate. She took 400 mg. 
at 9 p.m. and retired to bed an hour later. At 11.45 p.m. 
she was violently sick several times and had pains in 
her thighs. She had a rigor and felt extremely ill. I saw 
her at 2.30 a.m. on October 3. She looked very pale 
and shocked, as if she had had a coronary thrombosis. 
She had no pulse and it was not possible to record her 
blood-pressure. The pulse was 100 at the apex and it 
was regular. She was given “ aramine” (metaraminol 
acid tartrate), 2 mg. intramuscularly, and this caused 
a headache, but raised her B.P. to 120/60. She was 
given “ omnopon ” i gr. (11 mg.) to relieve her distress, 
and prednisolone 15 mg. was given by mouth in case 
she had an adrenal deficiency. At 8.30 a.m. she looked 
a little better. Her B.P. was again very low, 80/40. She 
was pale except below where the sphygmomanometer 
cuff had been applied to her left arm. This limb was 
swollen and scarlet. Her record card was collected from 
the surgery, and it showed that on both occasions the 
attack had followed a tablet of meprobamate. By noon 
she was scarlet from head to foot, a strange contrast 
to her pallor of the night before. Her B.P. was still 
only 90/60. It was 100/60 by 8 p.m. and 105/65 the 
next day. By October 6 she had completely recovered 
and her B.P. was 120/85. On October 10 a patch 


containing meprobamate was applied to her left fore- 
arm and it produced a red, itching weal in contrast 
to the negative control. 

On the first occasion she had apparently taken 
meprobamate for three nights without ill effect. It was 
the fourth dose which produced the reaction. On the 
second occasion it was the first tablet which produced 
the reaction within hours. Martindale’s Extra Pharma- 
copoeia suggested that a dangerous fall of blood-pressure 
could be produced by an overdose of the drug, but this 
case has shown that, in a sensitive person, a single 
tablet can produce a very alarming state of collapse. 
—I am, etc., 


Ibstock, Leicester. C. A. H. Watts. 


Record of Antitetanus Immunization 


Sir,—I have been interested to see that the problem 
of tetanus immunization has been raised again by 
Professor William Gissane (October 14, p. 1020), and 
that the question of tattooing to indicate immunization 
has been mentioned again by Dr. G. S. Wilson (October 
28, p. 1149). In June, 1960, I suggested! that it was 
the responsibility of each hospital to arrange tetanus 
immunization for those patients given antitetanus 
serum. Since then, in this area anyway, the medical 
officer of health has provided facilities for immunization 
for all age-groups. Our practice now is to give each 
patient who has an antitetanus-serum injection a notice 
advising him to attend the local clinic for immunization 
six weeks after the serum injection, and this method 
seems to be functioning satisfactorily. 

We are still, however, left with this problem which 
Professor Gissane raised of being able to know for 
certain whether a person who has sustained a recent 
injury has been immunized or not. I agree entirely with 
Dr. Wilson that record cards are no solution to the 
problem and that, as he says, a small tattoo-mark is the 
only real solution. It seems to me now we have 
advanced a certain way with this problem that the 
medical officers of health should take up this matter, 
decide on a nationally or internationally acceptable 
tattoo-mark, and endeavour to have this accepted by the 
general public.—I am, etc., 

Casualty Department, 


St. James’ Hospital, 
London S.W.12. 


DAVID Caro. 


REFERENCE 
? Caro, D., Lancet, 1960, 1, 1295. 


Sir,—I have read with interest the letters on these 
subjects (Professor William Gissane, Dr. A. W. Warltier, 
Dr. G. E. Fulford (October 14, p. 1020 et seq.), Dr. John 
Fry et al. (September 9, p. 705) ), and their interrelated 
views call for comment. In the first place the ideal to 
be aimed at is universal immunization by tetanus toxoid. 
This is compulsory in Finland. Since compulsion is 
unlikely in this country, immunization in infancy will be 
achieved by the influence and enthusiasm of the family 
doctor and various clinics as a part of general immuniza- 
tions. All would agree with these writers that a proper 
record of these immunizations must be kept available. 
But the only record that is required to be immediately 
available on the patient is that of tetanus immunization. 
The metal disks described by Parish! recording all 
immunization, when properly engraved, are much too 
expensive for the majority of patients. A small metal 
disk engraved with the dates of tetanus toxoid injections 
and the name of the patient can be obtained quite 
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cheaply. (Locally, an engraver supplies these at the 
cut rate of Is.) Such a disk can be purchased by all and 
can be and is carried about by the “little people” 
referred to by Professor Gissane. I suggest that this is 
the answer to your annotation (September 9, p. 696). 

The incident referred to by Professor Gissane calls 
for special comment. I suggest that if all injections 
(A.T.S. and antibiotics) are given to these patients before 
any other treatment of the wound, instead of afterwards, 
as Professor Gissane described, any collapse due to 
anaphylaxis will take place in the casualty department 
and not in the street. We keep a syringe, freshly loaded 
daily with 0.2 ml. adrenaline, in a special cupboard, so 
that any allergic reaction can be treated at once. 

Professor Gissane also refers to the possibility of 
further anaphylaxis in such a patient on a further 
injection of serum for a subsequent wound. More 
important, however, as shown by modern work, is that 
a second injection of A.T.S. is almost useless -for 
prophylaxis, because it is eliminated so rapidly. This 
is surely what Dr. Warltier means when he says that 
prophylaxis by A.T.S. is not reliable. Since this modern 
work showing rapid elimination of a second injection of 
serum has become known, we in Leeds, and a number 
of other casualty departments, have felt it our duty to 
persuade patients who have had one injection of A.T.S. 
to be actively immunized by tetanus toxoid injections 
as soon as possible. We now carry out many thousands 
of such immunizations a year. All such patients are 
given the opportunity to get a disk with the dates of 
these injections engraved. It is now gratifying, when 
one of the little people returns with a second wound, to 
see this disk proudly presented to us. Some practi- 
tioners who carry out immunization have also made use 
of this “disk service.” JI suggest all large casualty 
departments could organize a similar service without 
undue burden to their work.—I am, etc., 

Receiving Room, 

The General Infirmary, 
Leeds 1. 
REFERENCE 
Parish, H. J., Brit. med. J., 1959, 1, 640. 


M. ELLIs. 


Peptic Ocesophagitis 

Sir,—May I be allowed some comments on your 
annotation (October 28, p. 1138)? The importance of 
accurate diagnosis was rightly stressed, but the oeso- 
phagitis has been all too readily accepted to be due to 
hiatal herniation. There is much evidence for the 
contrary view, that the hernia is caused by the 
oesophagitis. The powerful longitudinal muscle of the 
oesophagus is indirectly attached to skull, and when it 
shortens must elevate the cardia. Oesophagitis would 
be expected to promote spasm of this muscle. 

Your annotation asserts that the “ vast majority” of 
patients with oesophagitis have hiatal hernias. Perhaps 
this might be true of, for example, a series of cases 
referred to a department of thoracic surgery. In my 
own most recent 100 cases the proportion has been 60%. 
I found that absence of herniation was associated with 
short histories of heartburn, and large hernias with old 
age and long histories. Moreover, several patients with 
short histories and no hernias were seen to develop 
them after a few years. This seems to me good evidence 
that heartburn comes before herniation, and supports. 
the hypothesis that sliding hernias are traction hernias. 

Surely your annotator should have emphasized the 
familiar causes of increased tendency to reflux, causes 


which it is so important to look for in patients with 
oesophagitis. Other things than obesity and pregnancy 
can occupy space in the abdomen. Of the patients 
referred to me in recent years with heartburn and hiatal 
hernias, no less than six had intra-abdominal carcinomas 
with distension or ascites and one had pseudomyxoma 
peritonaei. Pyloric obstruction is also common. 

It is asserted in your annotation that hiatal hernia in 
pregnancy is self-limiting, though Rigler and Eneboe,’ 
who made a special study of the association, found that 
two out of five of the hernias which developed during 
pregnancy persisted after parturition. 

In management it is advised that the patient be 
propped up at night, but the importance of lying on the 
left, which is so effective in four patients out of five, 
is not mentioned. For the patient who slides down, 
blocks under the head of the bed are recommended. 
These are particularly valuable in the many patients 
with associated spinal lesions who cannot tolerate a 
flexed position, but for the others blocks under the foot 
of the bed, which slide them back towards their pillows, 
are much more helpful. Finally, may I stress the 
importance of continuing measures such as weight- 
reduction and postural management after operation, if 
recurrences are to be avoided.—I am, etc., 


London W.1. H. DAINTREE JOHNSON. | 


REFERENCE 
' Rigler, L. G., and Eneboe, J. B., J. thorac. Surg., 1935, 4, 262. 


Dosage for the Newborn 


Sir,—In connexion with your leading article on 
“ Dosage for the Newborn ” (October 7, p. 947) I should 
like to add a remark on your suggestion that strepto- 
mycin is a safe drug, in small doses, in the neonatal 
period. 

I have, for some years now, been engaged in a study 
of the causes of educational deafness. It is clear, and 
indeed has been recognized in the past, that deafness 
sometimes seems to follow difficulties in the neonatal 
period, and this is true especially of premature infants. 
I have long been seeking for a possible aetiological 
factor in the causation of such deafness. Profound 
jaundice, such as often occurs in premature infants, is 
one that springs to mind ; on the other hand many deaf 
children who were premature were not noticeably 
jaundiced. More recently I have been looking through 
hospital notes covering the neonatal periods of these 
children, and I have been struck by the large number to 
whom streptomycin was administered, either prophy- 
lactically or as treatment for minor infections. While 
it is difficult from such a study to establish a cause-and- 
effect relationship I think the following points should 
be borne in mind: 

(1) As pointed out in your leading article we know 
little of the excretion pattern of drugs in the newborn, 
and high blood levels of streptomycin may obtain even 
after very small doses. (2) It may be that the VIIIth 
nerve of newborn and especially premature infants is 
more sensitive to the action of streptomycin than the 
VIlith nerve of adults. (3) While in the adult, or even 
the older child, it is easy to establish the temporal 
connexion between the administration of streptomycin 
and the onset of deafness, this is quite impossible in the 
neonatal period. 

Before streptomycin is accepted unreservedly as a 
safe drug in the neonatal period I wonder whether 
prospective studies might not be advisable. Such studies 
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would not be difficult to realize. One possible avenue 
to explore is a follow-up, from the point of view of 
hearing at, say, five years, of children who have received 
streptomycin in the neonatal period, whether premature 
or not, and controls who had not had this drug.— 
[ am, etc., 


Population Genetics Research Unit, 


Headington, Oxford. G. R. FRASER. 


Intramuscular Injections 


Sir,—The recent correspondence in favour of the 
outer side of the thigh as the site of choice for 
intramuscular injections leads me to offer one word of 
warning. 

I have recently seen a child aged 5 years who some 
two years ago was subjected to a very successful 
operation for a congenital heart condition. During the 
operative and post-operative period this child had 
numerous intramuscular injections of antibiotics, etc., 
into the outer and upper parts of both thighs. She has 
now been referred to my orthopaedic clinic because she 
has two stiff knees and indeed, on clinical examination, 
flexion is reduced on both sides to approximately 
20 degrees. Further examination shows that she has 
massive scarring in the muscles of the anterior and 
lateral aspects of the upper parts of both thighs, and this 
is undoubtedly the cause of the reduced flexion in her 
knee-joints. Radiographs of the knees are quite normal. 

I would like to place this case on record in the hope 
that, when intramuscular injections are going to be 
required over a long period in a very young child, every 
available site should be used and that the real dangers 
of constant injections into the upper parts of the thighs 
should be appreciated. In the adult, where the relative 
relationship between the size of the injection and the 
bulk of muscle is quite different, I subscribe to the view 
that the thigh is by far the best site for injection.—I 
am, etc., 


Newcastle upon Tyne 3. J. V. Topp. 


Sir,—I have followed the correspondence on the 
optimum site for intramuscular injections with interest. 
From personal experience | would certainly agree with 
Dr. A. H. Douthwaite (October 21, p. 1083) that injec- 
tions into the buttock are less painful than into the 
outer aspect of the thigh, and I would add two further 
points. With frequent injections requiring to be main- 


tained over a prolonged period the thighs after a while , 


become so saturated that satisfactory absorption no 
longer takes place—the buttocks have to be used in this 
type of case anyway—and also the thighs may well 
become stiff and painful. It would appear for routine 
purposes that intramuscular injections should be given 
into the buttocks, though for the occasional case where 
prolonged injections are indicated both the buttocks and 
the thighs will be required. It is to be hoped that all 
nurses are being taught the correct technique of intra- 
muscular injections both into the thigh and into the 
buttock, with explanations as to why the latter is to 
be preferred. 

Mr. F. G. St. Clair Strange (October 7, p. 956) has 
surely put the matter most clearly, and I would like to 
suggest that his admirable diagram be made available 
so that all concerned in the training of nurses can use 
these clear and simple charts with the equally clear and 
simple explanation for demonstration purposes. Intra- 


muscular injections are of considerable moment to our 
patients, and the nurse giving the injections must know 
with certainty where to put the needle. It is of great 
importance, therefore, that she should change the nurse’s 
view of the buttock to that of the doctor’s view.—I 
am, etc., 


Barnsley, Yorks. ANDREW G. BUTTERS. 


Sir,—Thank you for the publication of the letter on 
intramuscular injections by Mr. F. G. St. Clair Strange 
(October 7, p. 956). I am glad that this topic has been 
brought up. 

I myself have been given an intramuscular injection 
into the buttock as part of a pre-medication, and have 
been suffering with considerable pain, neuritic in nature, 
seated deep in the muscle, and an area of anaesthesia 
on the overlying skin, although this injection dates back 
to June 27, 1961. On complaining about this to the 
surgeon, he explained that “little nerves” were often 
hit by these injections, yet the pain, although it might 
last for some time, would not hinder my usual activities. 
The fact remains that various treatments have not 
improved this condition, and it would be a good idea 
if the nurses were banned from giving intramuscular 
injections into the buttock.—I am, etc., 


London S.W.6. I. Dixon. 


Sir,—I hope you will be able to find room in your 
correspondence columns for these remarks to support 
those of Mm R. D. Richards (October 28, p. 1150) and 
Mr. Bryan Williams (p. 1151). 

I had decided long ago that should it be my own turn 
to need an intramuscular injection I would present the 
vastus externus region to my overworked family doctor, 
not only as my own choice of that first experience with 
penicillin, but so that I might offer some relief by going 
on with it when of course if one is right-handed the right 
thigh is ideal for one’s own downward strike with the 
needle. The same reasons have made this site ideal 
when “following on” in the women members of my 
own family until a younger one asked for a change to 
the deltoid, which 1 did not refuse for the minimal 
trauma of penicillin. 

Perhaps it will not be out of place to mention here 
the suitability of the rhomboid muscles for the short 
needle, minimal dosage, of a vaccine between the 
shoulder-blades.—I am, etc., 


Liverpool 1. H. V. Forster. 


Hypopituitarism and Intracranial Aneurysm 


Sir,—I was interested to read the report of three 
cases of hypopituitarism associated with intracranial 
aneurysms by Drs. W. van’t Hoff, R. W. Hornabrook, 
and Vincent Marks (November 4, p. 1190). 

Over a hundred cases of ruptured cerebral aneurysm 
at the Atkinson Morley’s Hospital have been examined 
at necropsy with reference to intracerebral lesions 
associated with ruptured cerebral aneurysms. A large 
proportion have been found to have regions of ischaemic 
necrosis in the hypothalamus. A high incidence of 


these lesions has been found associated with ruptured 
anterior communicating aneurysms and ruptured inter- 
nal carotid aneurysms at the origin of the posterior 
ischaemic 


communicating artery. In addition to 
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LEFT 


OPTIC CHIASM 


Showing recent haemorrhages in the supra-optic and paraven- 
tricular hypothalamic nuclei following rupture of an aneurysm of 
the anterior communicating artery. 


necrosis small haemorrhages, as shown in the photo- 
graph, have been frequently seen in the hypothalamic 
nuclei in the wall of the third ventricle and in the supra- 
optic nuclei above the lateral portion of the optic 
chiasm. 
A full report of these findings is being prepared for 
publication.—I am, etc., 
Departments of Neurosurgery, 
kinson Morley’s Hospital, 


M. R. CromPTON. 
London S.W.20, and Pathology, 
St. George’s Hospital, London S.W.1. 


Atheroma of Carotid and Vertebral Systems 


Sir,—I read with considerable interest the paper by 
Drs. C. J. Schwartz and J. R. A. Mitchell (October 21, 
p. 1057) in which they draw attention to the great 
frequency of stenosis of the extracranial cerebral 
arteries. They were surprised at the similarity between 
their findings and those of our earlier series,' since the 
two series appear to have been selected in completely 
different ways. The cases in our paper were examined 
because the patients had shown symptoms and signs 
which might be attributable to cerebral ischaemia ; 
whereas by studying a random sample of those over 
a certain age dying in hospital Drs. Schwartz and 
Mitchell feel that they have achieved a very different 
population. I suggest that this is unlikely to be so. 

Moreover, the similarity in our findings becomes less 
obvious if comparison is made with a later report of 
our series, confined and extended to cases dying in 1955 
and 1956.2, We found severely stenosed extracranial 


cerebral arteries in 58%; the figure given by the. 


present authors for their random sample was 40%. 
Indeed, our very methods of selection helped to lower 
our success-rate because we unavoidably included a 
large number (28) of cases which later proved to have 
cerebral haemorrhage, a condition which with us shows 
less than average arterial narrowing (Appendix A’). 
If these cases are excluded, 68% of our remaining 
patients showed severe arterial stenosis. Cerebral 
ischaemia is such a common mode of death in a wide 
variety of conditions that any series of patients dying 
in hospital will necessarily include a high proportion 
of such cases. We did not confine our series to those 
patients who might be considered to have died primarily 


of “ cerebral thrombosis,” but included the much greater _ 


numbers seen by general physicians and surgeons where 
cerebral ischaemia complicates such conditions as post- 


operative hypotension, a bleeding peptic ulcer, or a 
coronary thrombosis. 


It would be surprising if there were no examples of 
unexpectedly persistent post-operative coma among the 32 
patients whom the authors report as dying of gastro-intestinal 
and malignant disease. Surely some of the 19 with cardio- 
vascular disease and the nine dying of respiratory disease 
(I take “ subarachnoid ” to be a misprint for “ respiratory ”) 
showed evidence of cerebral disorder as a result of circu- 
latory failure or anoxia. It is difficult to discover from the 
brief statement of the causes of death given how many of 
the authors’ cases fall imto these categories. It is stated 
that only 11 patients died of cerebral infarction though it 
appears later that 27 suffered from easily recognizable 
“cerebral vascular disease.” 

The patients of Drs. Schwartz and Mitchell selected them- 
selves by their failure to survive in circumstances and with 
systemic diseases from which other patients recover. The 
question is why, in similar circumstances, some die and 
others survive. Part of the answer is given in this paper. 
where we see that nearly half the patients had quite severe 
stenosis of their extracranial cerebral arteries. Those with 
stenosis of these vessels are, ipso facto, more susceptible 
to the stresses of other systemic diseases: fatal cerebral 
ischaemia in these patients may be easily precipitated by 
events which those with normal arteries would overcome. 
Patients with a primary clinical diagnosis of cerebral infarc- 
tion are only the visible top of the iceberg and constitute a 
minority of our series just as they do in the paper of Drs. 
Schwartz and Mitchell. Quite a high proportion of this 
“primary” group show a thrombotic occlusion of already 
narrowed arteries: five out of 18 “strokes” in the present 
series, 19 out of 35 cases of infarction in our slightly 
extended series.” 

A point which the authors seek to make is that narrowing 
of the neck arteries may not be causally related to “ strokes.” 
This startling hypothesis largely depends on their discovery 
of three patients, over the age of 75, who had suffered 
“ strokes” but who are stated to have had no stenosis of 
any extracranial cerebral artery. These three cases are 
clearly shown in Fig. 5, but I can only find reference to 
one in Fig. 6 and no such patients at all in the scatter- 
diagram of the whole 93 cases, even after allowing for an 
apnarent error in the labelling of the age co-ordinate, which 
should be lowered by ten years at each point. Perhaps Drs. 
Schwartz and Mitchell could say whether these three cases 
of “strokes” suffered from cerebral haemorrhage or from 
cerebral infarction (in my opinion the pathogenesis of these 
conditions is quite different). and, if the latter. whether the 
small vessels within the brain were diseased. It is the 
experience of most pathologists that arteriosclerosis does 
not always attack all arteries indiscriminately but may 
concentrate its effect on vessels of a certain size, either the 
larger or the small arteries escaping. There exist a number 
of patients who have cerebral ischaemic disease due to 
narrowing of intracerebral as opposed to extracranial arteries 
(they are, I believe, a minority) and these are found in the 
older age-groups. These three cases, less than 10% of the 
authors’ cases of overt “ cerebral vascular disease,” demon- 
strate that not all strokes are the result of stenosis of major 
arteries. With this observation few would disagree. The 
proportion is in fact much the same as our three out of 35 
cases with cerebral infarction who had no significant stenosis 
of extracranial cerebral arteries.” 

This paper presents the results of an extremely pains- 
taking study and provides facts which would be even 
more useful if a brief description of the pathological 
changes in the brains had been added. With the descrip- 
tion of the arterial lesions there can be little argument, 
but the authors proceed to sweeping deductions about 
the nature of cerebrovascular disease without giving 
us the cerebral pathological facts on which such 
arguments must be based. Their use of ambiguous 
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undefined terms like “ cerebral vascular symptoms ” and 
“strokes ” is not, I feel, adequate.—I am, etc., 


Department of Pathology, 
University of Manchester. P. O. YATES. 


REFERENCES 
* Hutchinson, E. C., and Yates, P. O., Lancet, 1957, 1, 2. 
* Yates, P. O., and Hutchinson, E. C., Spec. Rep. Ser. med. Res. 
Coun. (Lond.), 1961, No. 300. H.M.S.O., London. 

*," Dr. Yates is correct about the two errors he mentions. 
The first was a misprint, for which we apologize ; the second 
was due to a mistake in the original drawing of the scatter- 
gram.—Eb., B.M.J. 


Nuclear War 


Sir,—We wish to associate ourselves with the protest 
made by the 17 Dunbartonshire doctors (October 7, 
p. 964) and others (October 21, p. 1088). Whilst other 
correspondents (October 21, p. 1088) have pointed out 
that doctors, in general, do not concern themselves in 
such matters, we feel that if those who were concerned 
about a problem of this size do not speak out then 
there is no hope of corporate action in the national and 
international medical organizations. 

Others feel that a protest such as this is valueless, but 
a concern which is not expressed remains unknown and 
ineffective. Weapons of mass destruction will persist 
unless all those who feel strongly about their abolition 
speak out. We would urge doctors that their voices be 
heard throughout the world—across all international 
boundaries. Let there be no delay, time for protest may 
be running out.—We are, etc., 


OLIVER BLACKLAY. A. HOLMES-SMITH. 


C. Bora. TERENCE MCSWEENEY. 
JAMES CARSON. A. W. MOULE. 

H. D. FREETH. MILES PARKES. 
ARTHUR GRIFFITHS. E. S. Pope. 

H. HASSALL. H. MILNES WALKER. 


J. D. HEPPLESTON. 


Crewe Memorial Hospital, 
Crewe, Cheshire. 


Sir,—About the middle of September, 1914, I sat 
under the brow of the hill looking back southwards to 
Vailly. We had got that far a few days before and 
then stuck. Our 18-pounders were desperately short of 
ammunition, and all sorts of orders were being given 
for them not to fire. The Germans could put up a 
bombardment whenever they liked, and did, too, when- 
ever there was any movement on our side, and then 
there was an 8-in. gun (Archibald) that fired from many 
miles away, slinging shells into the town at the bridge 
and our transport several times an hour, and our guns 
could not get half-way to him. 

Do you wonder that I want to be certain that if my 
grandsons do have to fight they shall have at least as 
efficient weapons as any enemy ?—I am, etc., 


King’s Langley, Herts. REGINALD FISHER. 


Radioactive Iodine in Milk 


Sir,—As I have not seen anyone else suggesting it, I 
venture to give a very simple piece of advice in order 
to decrease the danger. Radioactive iodine has a half- 
life of eight days (November 11, p. 1275). If every 
householder will keep milk and milk products in the 
refrigerator for one or two weeks, the toxicity obviously 
will be halved or quartered.—I am, etc., 


London N.W.2. O. S. KOHNSTAMM. 


Obituary 


H. H. KING, C.LE., M.B., B.S. 


Lieutenant-Colonel H. H. King, who was in the Indian 
Medical Service for nearly 30 years and was formerly 
director of the King Institute, Guindy, died at his home 
in Buckinghamshire on October 21. He was 77. 


Harold Holmes King was born on August 17, 1884, the 
son of A. R. King, of Bombay. Educated at Tollington 
Park College and St. Bartholomew’s Hospital, he graduated 
M.B., B.S. in 1908 and joined the Indian Medical Service 
in the following year. It was as a bacteriologist that much 
of his important work in India was done, and one of his 
early investigations was concerned with dysentery in Eastern 
Bengal. During the first world war he served in Mesopo- 
tamia and East Africa. After his return to India he was 
appointed director of the Pasteur Institute, Kasauli, and in 
1926 he became director of the King Institute, Guindy. On 
relinquishing that appointment in 1934 he was appointed 
C.LE., and he retired in 1936. 


We are indebted to Sir RICKARD CHRISTOPHERS, F.R.S., 
for the following appreciation: It is with deep regret that 
I and many of his colleagues and friends will have seen 
the announcement of the death of Lieutenant-Colonel H. H. 
King. It was not until some time after the first world war 
that, as members of the Bacteriological Department of the 
Government of India, we first became acquainted. Colonel 
King was then working at the Central Research Institute, 
Kasauli. The Department was then still in its early stage, 
consisting of a group of research workers who, though often 
living and working far removed from each other, as was 
usual in India, maintained a close friendship often till after 
retirement. Many of King’s friends as a result date back to 
the time spoken of, or even earlier times, for King had then 
been on active service not only in the first days of the 
Mesopotamian expedition but later in German East Africa 
and the Indian Frontier. In 1926 King was appointed 
director of the King Institute, Guindy, Madras. 

After his retirement in 1936 he took up an unusual field 
of research for which he had a natural bent—namely, the 
study of the methodology of invention, to give this a 
descriptive name—and he worked on this at the Inter- 
Services Research Bureau from 1940 to 1944. It was while 
he was at the Bureau during the second world war that he 
gave me for test, when I was working at mosquito protection 
for the Forces, a chemical used to delude the enemy by 
simulating human scent and so deceiving tracker dogs. It 
did not deceive the mosquitoes. Colonel King was full of 
energy and enthusiasm in the different subjects he took up. 
Latterly he was interested in the modernization of the 
Church and in interpreting the Gospels in terms of modern 
knowledge. 

It was always a pleasure to meet him and Mrs. King, and 
we had many interesting discussions. He was a good friend, 
generous, and always ready to assist those who needed help 
in every way he could. I cannot do better here than give 
in some of his own words what Colonel H. E. Shortt, I.M.S., 
wrote in a letter to me. Colonel Shortt was one of the 
early band of research workers in the Bacteriological 
Department I have referred to above and was with King 
in Mesopotamia. He says: “Colonel King had a good 
scientific brain, but never concentrated on any particular 
line of science. He was a good organizer and introduced 
and maintained a very good system at the King Institute, 
with the many departments all working amicably. He was 
a man of great sincerity: this was recognized by his staff 
as well as his friends. A well-known hospital in East 
Pakistan has a ward known as the King Ward. The 
organizer of the hospital had a great admiration for King, 
whom he had met in the first world war. He was a man 
with a wide range of interests, open-minded, tolerant, and 
a good friend to all.” 
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G. E. KIDMAN, M.B., B.S. 


Dr. George Kidman, physician emeritus to the 
Derbyshire Royal Infirmary, died suddenly on October 
28 at his home near Derby at the age of 68. He had 
been ill nine months previously but had recovered. 


George Edwin Kidman was educated at Aldenham 
School and then entered Guy’s Hospital Medical School, 
where he qualified in 1916. Joining the R.A.M.C. shortly 
afterwards he served in Egypt and Salonika before joining 
the staff of the Horton War Hospital at Epsom with the 
rank of major. He returned to Guy’s Hospital in 1919 and 
graduated M.B., B.S. in the following year. At Guy’s he 
distinguished himself both academically and as a rugby 
football forward. After qualification he held the posts of 
senior house-physician and house-anaesthetist there. 

In 1920 he began general practice in Derby, continuing 
until 1948. In 1930 he was appointed honorary assistant 
physician to the Derbyshire Royal Infirmary, and in 1948 
he became consulting physician in general medicine, retiring 
on reaching the age limit in 1959. He also held sessions in 
geriatrics in the Manor Hospital and had rounds in the 
Pastures Mental Hospital. 

During his forty years in Derby he established himself 
as a first-class doctor, doing much consulting work in his 
later years. Interested in scientific medicine, he was a valued 
member of the Derby Medical Society and of the East 
Midlands Society of Physicians, of which he was president 
in 1949. He was trusted by his colleagues and was a reliable 
committee man, being chairman of the Derby Division of 
the B.M.A. in 1939 to 1942 and representing the Division 
in 1944 and 1945. He leaves a widow and a daughter. 


J.R.R. writes : George Kidman managed to combine all 
those qualities most desirable in a friend and colleague. 
Without exception all his colleagues looked upon him as a 
friend and knew they could rely on him implicitly. His 
humility, honesty, loyalty, and sense of fair play were out- 
standing. To his patients, and especially to the old, he 


was always a sympathetic and understanding friend. His. 


humility was such that only those who knew him well could 
appreciate fully his sterling qualities both as a physician 
and as a friend. It must be some consolation to his family 
to know that he lived a good and full life and gave of his 
best to the institutions and people of Derbyshire. 


G. J. WILSON, M.B., Ch.B., D.P.H. 


Dr. G. J. Wilson, formerly radiologist to the Victoria 
Infirmary and other Glasgow hospitals, died in a 
Glasgow nursing-home on October 17 at the age of.75. 
He had been in failing health for some time. 


The son of a Glasgow dentist, George Jackson Wilson 
graduated M.B., Ch.B. at Glasgow University in 1911. He 
studied public health work and obtained the D.P.H. of 
Cambridge University in 1913. During the first world war 
he served in the R.A.M.C. in France, and after demobiliza- 
tion he took up general practice in Pollokshields in Glasgow 
and was there for ten years. He then became interested in 
radiology and was appointed radiologist on the staff of 
Stirling Royal Infirmary and Falkirk and District Infirmary. 
A few years later, in 1929, he joined the staff of the Victoria 
Infirmary, Glasgow, a position he held till 1946. He was 
also radiologist to the Royal Maternity and Women’s 
Hospital, Glasgow, till 1955. During the second world war 
he was radiological adviser to the Department of Health for 
Scotland for the Western Region and later he became adviser 
to the Western Regional Hospital Board till he retired in 
1955. Because of his interest in obstetrics he contributed 
a chapter on radiology to A Combined Texthook of 
Obstetrics and Gynaecology, by Munro Kerr and other 
authors. 

Dr. Wilson was a very lovable man and had a wide circle 
of friends both in medicine and out of it. He was a true 


Glaswegian and was particularly well known and appreciated 
by his colleagues in the Victoria Infirmary. He spent many 
happy week-ends in his garden at Cove. He is survived by 
his wife and by his son and daughter, to whom much 
sympathy is extended —J. G. McW. 


O. E. J. McOUSTRA, F.R.C.S.Ed. 


Mr. O. E. J. McOustra, consulting surgeon to the 
Cheltenham General Hospital, where he was also in 
charge of the genito-urinary department, died on 
October 20 at Salterley Grange Hospital, Cheltenham. 
He was 62 years of age. 


Oswald Edgar John McOustra spent his early years in 
St. Albans and was educated at Bedford. Having begun 
his medical studies at University College Hospital in 1915, 
he left to join the Royal Flying Corps and flew and fought 
in France in the first world war. When demobilized he 
completed his medical training and became house-surgeon 
at All Saints’ Hospital for Genito-Urinary Diseases and 
then senior house-surgeon at the Leicester Royal Infirmary. 
In 1926 he took his Fellowship at Edinburgh, and soon 
afterwards came to Cheltenham General Hospital as assistant 
surgeon. Appointed consulting surgeon to the hospital in 
1931, he there established the first genito-urinary clinic in 
Gloucestershire. Although he practised as a_ general 
surgeon, his main interest was always in genito-urinary 
diseases: indeed, he was a founder-member of the Society 
of British Urological Surgeons and a member of the council 
of the Urological Section of the Royal Society of Medicine. 
For some years he was a member of the Central Consultants 
and Specialists Committee of the British Medical Association 
and also a member of the General Medical Services Com- 
mittee from 1949 to 1950. 

A brilliant surgeon, “ Mac” was always extremely popular 
with colleagues and patients alike. He had been ili for a 
number of years and latterly suffered great pain, which he 
bore like the great man he was. It is as a man he will 
best be remembered—he was a fine golfer and a popular 
club man—and he will be greatly missed by his wide circle 
of friends and by many patients, to whom he always gave 
of his best.—J. T.G. 


I. H. MacG. SEEX, M.B., Ch.B., F.R.C.S.Ed. 


Dr. I. MacGregor Seex, otolaryngological surgeon to 
the Royal Northern Infirmary, Inverness, died suddenly 
at Stornoway, where he was on a visit to hospital clinics, 
on October 5. He was 54 years of age. 


Ian Harry MacGregor Seex was born on September 28, 1907. 
His father was an officer in the Customs and Excise who 
was stationed in Inverness. Having graduated M.B., Ch.B. 
at Edinburgh in 1931, Dr. Seex decided to specialize in 


- otolaryngology, and held the posts of senior clinical assistant 


in the otolaryngological department at Edinburgh Royal 
Infirmary, senior house-surgeon at the Golden Square 
Hospital in London, and registrar in the otolaryngological 
department at the Royal Infirmary, Aberdeen. He took 
the F.R.C.S. of Edinburgh in 1936 and in the following 
year he was appointed to the staff of the Royal Northern 
Infirmary, Aberdeen. In due course he became the senior 
otolaryngological surgeon to the Scottish Northern Regional 
Hospital Board. 


I. S.H. writes: It was with great sorrow that his friends 
heard that Ian Seex had died suddenly in Stornoway in 
the middle of his work. He will be missed by many people, 
both by his personal friends and by the many patients 
whom he helped in Scotland and Iceland. He was one of 
the most generous of men, and was a first-class companion 
either on the hill or by the river. An accomplished shot 
and an unusually experienced fisherman, he had great 
knowledge of the lore of the countryside. 
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In his medical work he had an original mind, and there 
was no new technique with which he was not fully 
conversant. He was one of the first to put the latest 
advances in his specialty into practice. He regularly 
attended meetings in this country and on the Continent, 
and in this way he gave to his patients the benefits of the 
latest information available in his line of work. He was 
a hard worker, and it was always instructive to go round 
his wards with him and see the scrupulous care with which 
his cases were studied. Those of us who knew him well 
will miss a very good friend, and our sympathy goes out 
to his wife and to his son and daughter. 


W. E. A. BUCHANAN, M.B.E., M.B., Ch.B. 


Dr. W. E. A. Buchanan, who had practised in Dundee 
for 42 years, died on August 5 after an operation. He 
was 74 years of age. 


William Edmund Alexander Buchanan graduated M.B., 
Ch.B. at Glasgow University in 1915, and thereafter served 
in the R.A.M.C. until the end of the first world war. He 
settled in Dundee in 1919 and began general medical practice 
in the Maryfield district of that city. For a time he was 
able also to work in Dundee Royal Infirmary as anaesthetist 
and in the medical school of St. Andrews University as 
lecturer in materia medica. Soon he had to give up those 
appointments. for his rapidly growing practice, which now 
took him to all parts of the city, required the whole of 
his time. . 

Meantime he continued his association with the Terri- 
torial Army. in which he held the rank of lieutenant- 
colonel. He was awarded the Territorial Decoration before 
the outbreak of the second world war. when he abandoned 
practice to serve again with the R.A.M.C., going out to 
France in 1939. He was taken prisoner at St. Valéry in 
1940 and was liberated at the end of the war. He resumed 
practice in 1945, being joined by his son, who, after quali- 
fying. had been serving as a surgeon-lieutenant in the 
R.N.V.R. In 1947 the Corporation of Dundee acknow- 
ledged his services to the community by appointing him 
deputy lieutenant of the city. Before that he had been 
appointed M.B.E. 

Dr. Buchanan had a long and distinguished career in 
military and civilian medical practice. yet he was a most 
modest man whose chief enjoyment was in attending to his 
extensive practice. Few people can have accomplished so 
much work as he did. He very properly regarded himself 
as a doctor of the old school, and he rendered to his patients 
much more than ordinary medical attention. To most he 
was friend as well as doctor, and to many he was. often 
én secret. a very good Samaritan. He richly deserved the 
deep gratitude they felt for him. It was typical of him 
that, although for many months he knew he was not well, 
he would not seek help for himself or give up work until 
only a few days before his death. He had scant leisure for 
social activities. and only a very few of his colleagues knew 
him intimately. But he was liked and respected by all. 

He is survived by his wife and by his son. Dr. Edmund 
Buchanan, to whom is extended the sympathy of his 
colleagues and friends and patients. 


J. W. E. SNAWDON, M.B., Ch.B., M.D.S. 
F.D.S. R.C.S. 
Dr. John W. E. Snawdon, consultant dental surgeon to 
the United Bristol Hospitals and the South-western 
Regional Hospital Board, died in Bristol on October 19 
at the age of 49. 

John William Edmund Snawdon was born on February 13, 
1912, and was educated at Bristol Grammar School and the 
University of Bristol. He graduated in dentistry, with 
honours, in 1935 and in medicine in 1937, being awarded the 
gold medal for his year. In 1948 he proceeded to the M.DS. 
of Bristol, and in the following year he was awarded the 


honorary F.D.S. R.C.S. (England). From the time he first 
qualified he decided to become an oral surgeon, and to this 
end he completed appointments both in the Dental Hospital 
and in the ear, nose, and throat department of the Bristol 
Royal Infirmary. He commenced independent practice in 
1938, but this was interrupted by the war. In the Army 
Dental Corps he served both at home and in India, where 
he was a specialist in maxillo-facial injuries. Returning 
from active service, he again resumed practice and hospital 
appointments. He lectured in dental anatomy and in dental 
histopathology for several years and was dental assistant 
dean in the university for nearly ten years. Consultant oral 
surgeon to the United Bristol Hospitals from the beginning 
of the National Health Service until his death, he had 
previously been on the staff as an honorary dental surgeon. 
He also served in a similar capacity under the South-western 
Regional Hospital Board. 

Dr. Snawdon was a man of many parts and a perfectionist 
in all he did. His reputation in oral surgery extended far 
beyond Bristol, and he was a respected member of many 
professional societies in which he held numerous offices. An 
able photographer, he was also very knowledgeable on 
sound-recording, so that his films on such varied topics as 
oral surgical procedures and foreign travel were always 
beautifully produced and a delight to see and hear. He was 
a man of great charm and boundless energy. and he also 
made his mark in the field of administration by serving as 
chairman not only of the dental advisory committee but also 
of the medical advisory committee of the South-western 
Regional Hospital Board—a rare distinction for a dental 
surgeon. 

He was greatly respected by all who worked with him, 
both colleagues and students, and he was always intensely 
interested in the affairs of the dental school and hospitals. 
He spent untold time in organizing and maintaining one of 
the best student reunions in the country, and for this alone 
all old students of the Bristol School will be for ever in his 
debt. A man of great ability and integrity, he was an active 
member of his church, carrying his beliefs into his daily life. 
He will be greatly missed by his colleagues, students, and 
his many friends.—A. L. D. 


B. W. M. ASTON KEY, O.B.E., M.D. 


Dr. M. Aston Key died at his daughter’s home in 
Southsea on October 22 at the age of 91 years. He 
retired eighteen months ago owing to ill-health, and had 
been in practice in Southsea since 1897. 


Benjamin William Martin Aston Key was born in 
Portsmouth on August 22, 1870. and was educated at 
the Portsmouth Grammar School, Emmanuel College, 
Cambridge, where he coxed a college eight, and at Guy’s 
Hospital. His grandfather had been senior surgeon at 
Guy’s until his death from chulera in 1849. Graduating 
M.B., B.Chir., in 1895. he held resident posts at the Great 
Ormond Street and Royal Waterloo Hospitals for two years 
before he went to practise in Southsea. His record of public 
service in Portsmouth was a remarkable one. He served 
for many years with the British Red Cross Society and had 
been churchwarden at St. Simon’s Church for over 50 years. 
He was appointed a lay canon of Portsmouth Cathedral 
ten years ago in recognition of his service to the community 
as well as to the church of which he was such a devoted 
member. His last attendance at the cathedral was at the 
St. Luke’s-tide Service on October 15. 

During the first world war he was attached to the 
R.A.M.C., and was appointed O.B.E for his services, and 
in the second world war he performed valuable work with 
the civil defence services, though by no means a young 
man. A keen supporter of the B.M.A., he was chairman 
of the Portsmouth Division in 1936-7, and until his retire- 
ment he was a regular attender of the dinner-lecture 
meetings. Despite some difficulty with his hearing, he would 
usually address some very apposite questions to the speaker. 
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He proceeded to the degree of M.D. at Cambridge in 1920 
at the age of 50, submitting a thesis on “ The Continuous 
Use of Digitalis in Domiciliary Practice.” This was a 
subject he had considered from his early days in practice. 
He had submitted his thesis on it some years previously, 
but it had been rejected on the grounds that it was out of 
touch with current usage. Encouraged, however, by his 
father, he persisted in his efforts, and finally learnt that his 
thesis had been accepted just two weeks before his father’s 
death. He maintained his interest in medical advances, and 
remained remarkably up to date until his retirement. 

A very keen sailor in his younger days, he kept his boat 
at Hamble, where he was buried. He was also interested 
in astronomy, and delighted his grandchildren and other 
young friends in showing them the heavenly bodies through 
his own telescope. He invariably displayed an old-fashioned 
courteousness of manner, rarely seen in these days, which 
endeared him to his many friends and patients. Our 
sympathy goes out to his two daughters, seven grandchildren, 
and four great-grandchildren, to whom he was a much- 
beloved figure, and of whom they could be so justly proud. 


J. S. DALE, M.B., Ch.B. 


Dr. J. S. Dale, who practised in Paisley for many years, 
died at his home there on October 27. He was 83 years 
of age. 


John Shedden Dale was born in Paisley on November 19, 
1877. From Glasgow High School he went on to the 
University of Glasgow to study medicine, graduating M.B., 
Ch.B. in 1902. After holding the post of house-surgeon 
at the Royal Alexandra Infirmary, Paisley, he decided to 
settle in his native town and with the help of his brother, 
the late Dr. Robert W. Dale, built up a large and successful 
practice. The death of his brother was a severe blow, but 
aided by other partners he carried on until his retirement 
in 1959, 


J.W. writes: Dr. Dale was integrity personified. He 
demanded only the very best from himself, and in this 
respect always set an example to his fellow doctors. No 
call was ever left till the next day ; no one was ever allowed 
to suffer severe pain a moment longer than he could help. 
He never treated symptoms without trying to picture the 
underlying pathological condition; merely being able to 
“put a label” on an illness was the least important 
consideration to him. In everything his standards were 
very high. He was always generous in according to others 
the benefit of his rich experience, and yet also willing to 
learn from anyone—from the youngest nurse or the most 
junior house-doctor. To assistants his advice was, “ After 
you have done everything you can yourself, and have 
decided that the patient is a hospital case, don’t just send 
him in and forget him. Send him with a clear history, and 
then go on visiting him in hospital.” 

Dr. Dale had many sorrows to face in his own life, but 
he bore them silently, finding that his best remedy was to 
throw himself into his work for others. He was a deep 
admirer of the great physician Osler, and derived much of 
his philosophy from Osler’s book Aequanimitas. Although 
an intensely practical person, he had a deep appreciation of 
all that is best in music, literature, and art. He indeed 
“warmed both hands before the fire of life.” Dr. Dale 
had always wanted to go quickly, while still at work ; and 
he has got his wish, for he was still working when he 
became seriously ill. 


ELZBIETA E. GIELNIEWSKA, M.R.C.S., L.R.C.P. 
The obituary of Dr. Elzbieta Gielniewska was published 
in the Journal of October 14 (p. 1029). 

Dr. F. R. Store writes from Cyprus: I first got to know. 


Dr. Gielniewska in Warsaw in 1952. She was one of the 
most pleasant and conscientious colleagues I have ever had 


the privilege of working with. Her career was no ordinary 
one. Some of her medical studies were made in secret 
during the German occupation of Poland. She was a person 
of outstanding courage. Although she was reluctant to talk 
about them her experiences in Poland between the German 
and Russian fronts and during the Warsaw uprising were 
most fascinating to listen to. I believe she held a Polish 
military distinction. “Dr. Betty ”*rendered great service to 
the British Embassy and to other embassies and legations 
in Warsaw during difficult days. She was a very good 
friend to the patients of various nationalities. There will 
be many to regret her early death. 


Medico-Legal 


MEDICAL SUPERINTENDENT’S DECISION 
JUSTIFIED 


[FROM oUR LEGAL CORRESPONDENT] 


On October 23 the Minister of Health informed Parliament 
of the findings in the report of a board of inquiry into the 
case of Ronald Derek Sowle. The board consisted of Mr. 
H. E. Park, Q.C. (chairman), Dr. Desmond Curran, and 
Mr. J. R. Mackie, chairman of the Mental Health 
Committee, South-western Regional Hospital Board. It 
was appointed as a result of Mr. Justice Stevenson’s remarks 
at Bristol Assizes in June this year when sentencing Sowle 
for the manslaughter (by reason of diminished responsibility) 
of Diana Marion Locke (Journal, August 19, p. 527). The 
judge said that he hoped the most searching inquiries would 
be made into the circumstances in which Sowle came to 
be released. 

At Sowle’s trial the court was told that he had been 
subject to a detention order under the Mental Deficiency 
Act since November, 1945. Three days before the killing 
Sowle was reclassified under the provisions of paragraph 
7(3) of the Sixth Schedule of the Mental Health Act, 1959. 
That reclassification enabled Sowle to discharge himself, and 
on the day of his discharge he killed the girl. 


No Relevance to Crime 


The board of inquiry found that Dr. W. Lumsden Walker, 
medical superintendent of Brentry Hospital. Bristol, who 
reclassified Sowle, was right in his opinion that Sowle on 
April 24, 1961, was suffering from subnormality and that 
that mental disorder was not of a nature or degree which 
warranted Sowle’s detention in a hospital for medical treat- 
ment. The board found further that the recording of this 
opinion pursuant to the statutory provision referred to 
correctly followed not only the provisions of the Act itself 
but also the recommendations of the Royal Commission arid 
of the Ministry of Health. Most important of all, the 
board found that the circumstances in which Sowle was 
reclassified as an informal patient had no relevance what- 
soever to the commission of the crime of which he was 
found guilty. 

The essence of the report is in a sentence quoted from it 
by the Minister: “ Our investigation shows, and it is our 
opinion, that there was no foreseeable risk that Sowle would 
be likely to be a source of danger to anyone.” 


The death penalty for murder has been abolished in New 
Zealand by the Crimes Act, passed on November 1, which 
provides for life imprisonment as the sentence for all 
murderers. New Zealand retains the death penalty only 
for treason. 
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QUESTIONS IN THE COMMONS 


[FROM OUR PARLIAMENTARY CORRESPONDENT] 


Government Decision on Hospital Staffing 


The Government’s decision to accept “in principle” the 
report of the Working Party on Medical Staffing Structure 
in the Hospital Service was announced by the Minister of 
Health on November 9. 

A written reply by Mr. E. PoweLL to a question by 
Lord BaLNieL (Hertford, Con.) stated: “ The Government, 
with the agreement of the medical profession, accept the 
main principles of thé report. The profession has reserved 
its position on the precise type of intermediate grade that 
may be required, its extent, title, and salary. These matters 
will be further considered following the review of medical 
staffing in accordance with the principles of the report, 
which will now be undertaken.” 

On November 13 Mr. L. Pavitt (Willesden, West, Lab.) 
asked the Minister of Health what progress had been made 
in establishing the review machinery to advise on hospital 
medical staffing. Mr. Powe Lt told him that with the 
Secretary of State for Scotland he would shortly be issuing 
circulars to boards for the purpose of establishing the review 
machinery and implementing the Working Party’s other 
recommendations. Mr. Pavitt thanked the Minister for at 
last getting on with this job after [2 months’ delay since the 
publication of the Platt Report, but asked if he was aware 
of the considerable anxiety among time-expired registrars 
and S.H.M.O.s about this. Would he do all he could to 
put them out of their present anxiety? Mr. Powe. said 
he was anxious to get on with this as fast as might be, but 
he had only just received the agreement of the professions 
to the Report. 


Nature of Review Machinery 


Mr. KENNETH ROBINSON (St. Pancras, North, Lab.) asked 
the Minister to say a word about the nature of the review 
machinery. Was it to be entirely within the regional boards, 
or was it to be done by a national body imposed on the 
regional boards? Were they to do their own review or 
would it be done for them? Mr. POWELL answered that 
there was a regional-board stage, although there would be 
a national review of the results of the regional boards’ 
review. He hoped the machinery would shortly be settled 
with the professions. Lord BALNtEL asked if, in order to 
speed up the machinery, the boards of governors were to 
be asked to submit reports sectionally according to 
individual occupations, or were they to await a general 
review before submitting their reports to the regional 
boards ? Mr. POWELL said it would be possible to deal 
with part of the field separately if desired. 


Operations on Wrong Patient or Part 


Mr. K. Rosinson asked the Minister of Health on 
November 6 if his attention had been drawn to the 
joint memorandum of the Medical Defence Union and 
the Royal College of Nursing relating to surgical 
operations performed on the wrong patient and on 
the wrong part of the body*; and what steps he was 
taking to ensure that such errors were eliminated in future. 
Mr. PoweLL: “I propose to ask hospital authorities to 
review their relevant procedures.” 

Mr. RoBiNSON said that, apart from the cases which had 
been successfully “hushed up,” there had been 28 known 
cases of this kind in the past two years. “ Does the Minister 
agree,” he asked, “that this is the result of scandalous 
carelessness ? Will he give an undertaking that the recom- 
mendations of the memorandum, which should make it 


*See Brit. med. J., October 28, p. 1157. 


impossible for mistakes of this kind to occur, will be brought 
to the attention of hospital authorities, and that they will 
be asked to adopt these procedures?” Mr. Powe tt told 
him that he proposed to do that, although some modifica- 
tion might be desirable, and he would ‘ask hospitals in the 
first instance to review their own procedures. He agreed 
that these were all avoidable accidents, and no step should 
be overlooked which might prevent their occurrence. 


Reciprocity with Western Germany 

Miss Epiru Pitt, Parliamentary Secretary to the Ministry 
of Health, told Mr. ELwyn Jones (West Ham, South, Lab.) 
on November 6 that a reciprocal arrangement for the 
provision of medical and hospital services had been made 
with West Germany covering British nationals insured in 
that country and their dependants, It came into force two 
or three months ago and was working satisfactorily. Mr. 
E. pu Cann (Taunton, Con.) pressed the advantages of 
developing such arrangements rather than tightening up 
United Kingdom controls against foreigners. Miss Pitr got 
an unexpected and loud cheer from the Opposition for 
her reply to hims “ Yes, but one of the major difficulties 
is that so few countries have a health service comparable 
with our own.” 


Watch on Effects of Fall-out 


Several aspects of the consequences of radioactive fall- 
out are prompting M.P.s to seek information from Ministers. 
Mr. Emrys HuGues (South Ayrshire, Lab.) asked the Home 
Secretary on November 9 if family fall-out shelters on the 
American model were to be introduced as part of the Civil 
Defence plans. Mr. D. RENTON, the Under-Secretary, told 
him “ No,” explaining that the Home Secretary thought it 
more practical, in the circumstances of this country, to make 
available advice on the measures that could be taken by the 
average householder to provide protection in or near his 
home. This was contained in pamphlets already issued, and 
could be obtained from Civil Defence headquarters. 

The SECRETARY OF STATE FOR SCOTLAND stated, in answer 
to a request by Miss M. Hersison (North Lanarkshire, 
Lab.) on November 8 that the distribution of dried milk 
for children should be authorized at once, that a situation 
giving rise to concern had not been approached anywhere 
in Scotland, or anywhere else in the United Kingdom. He 
pointed out that the figure of 178 micromicrocuries for the 
concentration of radioactive iodine per litre of milk which 
Miss Herbison mentioned, in comparison with the recom- 
mended limit of 130 micromicrocuries,f referred to a period 
of only three weeks, and therefore represented a radiation 
dose much less than the limit over a whole year. No harm 
need be feared from present levels. It was also stated by 
Mr. Denzit FREETH, Parliamentary Secretary for Science, 
in answer to Mr. J. GriFriTHs (Llanelly, Lab.) that the 
Government were satisfied, on the advice of the Medical 
Research Council,-that radioactivity in milk had not so far 
reached a level that would require the plans for the 
distribution of evaporated and dried milk to be put into 
operation in any area. 


Fish Not Radioactive 


Mr. CHRISTOPHER SOAMES, Minister of ‘Agriculture, 
Fisheries, and Food, told Mr. Emrys HuGHES on 
November 6 that the effects of radioactivity on fish had 
been investigated for some years. The results showed that 
there was no possibility of fish being affected by present 
levels of fall-out. Mr. Hughes mentioned tests by the 
Japanese in the Pacific, after which many thousands of tons 
of fish had to be destroyed. Mr. SOAMEs repeated that the 
scientific advice given him was that,..with present and 
foreseen levels of fall-out, there was no possibility—‘ I put 
it as high as that”—of fish being affected in the waters 
fished by British boats. 


+See Medical Research Council’s Statement of October 24 
(Brit. med. J., October 28, p. 1143). 
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Children Born in 1955 


Mr. Roy MASON (Barnsley, Lab.) asked the Parliamentary 
Secretary for Science on November 7 to what extent 
children born in the year 1955 who had been subject to an 
unnatural increase in strontium-90 and iodine-131 for six 
years would be affected by the cumulative effects of fall-out 
from the whole of the present Russian series of nuclear 
tests; and how these children would be affected. Mr. 
FREETH stated that he was advised by the Medical Research 
Council that it was urflikely that there would be adverse 
effects on the health of children in this country born in 
the year 1955 attributable to strontium-90 and radioiodine 
from nuclear tests carried out to date. 


Leukaemia and Bone Tumours 


Mr. JoHN PARKER (Dagenham, Lab.) asked the Minister 
of Health on November 13 how many children between 
the ages of 2 and 4, inclusive, had died in the last two 
years with bone tumours and leukaemia; and what were 
the similar figures for 1937-8; and how many adults aged 
21 years or over had died in the last two years compared 
with 1937-8. 

Miss EpitH Pitt supplied the following figures: 


Leukaemia and Aleukaemia Cancer of Bone 
Year Aged Aged 20 Years Aged 20 Years 
2-4 Years and Over 1-4 Years and Over 
1937 55* 725* Comparable figures not 
available 

1938 57* 821° 8 761 
1959 117 2,094 1 $23 
1960 110 2,270 1 523 


* Excludes deaths assigned to Hodgkin’s disease, included under this title 
in the published Tables until 1939 inclusive. 


’ Hostels for Mental Patients 


Mr. L. Pavirr (Willesden, West, Lab.) was informed by 
Miss EpiTH Pitt on November 6 that seven local authorities 
had received loan sanction specifically for the provision of 
residential hostels for patients on discharge from mental 
hospitals ; so far four hostels had been completed and work 
started on four others. Mr. Pavirr described these figures 
as appallingly low and asked for greater financial resources 
to be made available. Miss Pitt said she did not think the 
answer was greater loan sanction. Authorities had tended to 
concentrate oh providing training centres for the mentally 
subnormal. She hoped that more and more of them would 
now be able to turn their attention to the provision of 
hostels for the mentally sick. The 10-year development 
plans for hospitals would show what progress was being 
made. 


Prescription Costs This Year 


Mr. K. Rosinson asked the Minister of Health on 
November 7 to state the number of prescriptions dispensed, 
and the average cost per item, for each month of the current 
year, Mr. PoweLt gave him the following figures for 
England and Wales : 


No. of Prescriptions Average Cost 
Dispensed ; per Item 
(Millions) (s. d.) 
January . 23-7 71 44 
February . 22-2 7 55 
May 16-7 8 2-6 
June 15-9 8 4 
July 15-0 8 58 a 
gust 14-0 8 64 
September 15-0* Not yet known 


Medical Units in B.A.O.R. 


The shortage of medical personnel in units of the British 
Army of the Rhine has been repeatedly mentioned in recent 
debates on defence, in conjunction with other Corps short- 
ages, and on November 8 the SECRETARY OF STATE FOR WAR 
was asked about this. His answer was that the numbers of 
medical personnel in the British Army of the Rhine were 
sufficient to provide essential peace-time medical services to 
the troops, together with their families and dependants. It 
would not, however, be possible without reinforcement to 
man the necessary field medical units together with the 
hospitals and medical centres in the rear areas. Plans 
already existed for these reinforcements to be provided. 


Inquiries into Firework Accidents 


Miss ALICE BACON (Leeds, South-east, Lab.) asked the 
Home Secretary on November 9 if he would introduce legis- 
lation to prohibit the manufacture and sale of dangerous 
fireworks. Mr. D. RENTON, Under-Secretary, stated that the 
Fireworks Act, 1951, empowered the Home Secretary to 
order the seizure and destruction of dangerous fireworks, 
and steps were taken to ensure that fireworks sold to the 
public were not dangerous if used according to the direc- 
tions and with care. Accidents were generally due to 
misuse. “ But the Home Secretary has been much con- 
cerned,” he went on, “to read reports in the press of 
incidents resulting in injury and death ; he is seeking fuller 
information, and when he has received it he will consider 
whether any further action is possible and desirable.” 


Pay of Ancillary Professional Staff 


Mr. K. Rosinson asked the Minister of Health on 
November 13 if he would set up a committee to consider 
the remuneration of qualified professional staff, other than 
doctors and dentists, in the Health Service, and, having 
regard to the staffing needs of the Service, to recommend 
what relationship the salary scales of the various profes- 
sions should bear to each other and to the remuneration 
of doctors. Mr. Powett said “No,” and explained in 
answer to Labour objections that to do so would be 
inconsistent with the working of the normal machinery for 
negotiating pay. It would be impossible for that to be 
worked if there were to be special inquiries except in the 
most exceptional circumstances. 


Universities and Colleges 


UNIVERSITY OF LONDON 


The title of Reader in Medicine in the University has been 
conferred on Dr. John Anderson in respect of his post at King’s 
College Hospital Medical School. 

The title of Reader in Anatomy in the University has been 
conferred on Dr. D. W. James in respect of his post at University 
College. 

UNIVERSITY OF BIRMINGHAM 


Dr. Mary F. Lockett has been appointed Senior Research 
Associate in the Department of Physiology, from January 1, 


1962. 

Dr. D. F. Mahon has been appointed part-time Lecturer in the 
Department cf Paediatrics and Child Health from October 1, 
1961. 

The following have been appointed or reappointed representa- 
tives of the University on the institutions indicated in parentheses : 
Dr. J. M. Malins (City of Worcester Local Medical Trainee 
Practitioner Scheme); Dr. J. H. Sheldon (Bilston Boys’ Grammar 
School); Professor C. F. V. Smout (Prince Henry’s Grammar 
School, Evesham); and Sir Arthur Thomson (General Medical 
Council). 

Professor W. Melville Arnott has been elected Deputy Dean 
of the Faculty of Medicine for the sessions 1961-2 and 1962-3. 

The title of Clinical Lecturer in Surgery has been conferred on 
Mr. G. T. Watts, consultant surgeon to the United Birmingham 
Hospitals. 
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The title of Clinical Lecturer in Anaesthetics has been con- 
ferred on Dr. T. V. Campkin and Dr. Patricia M. Lumb, 
consultant anaesthetists to the United Birmingham Hospitals 
and the Birmingham Regional Hospital Board. 

The title of Senior Clinical Tutor has been conferred on 
Dr. J. A. Harrington, consultant psychiatrist to the Birmingham 
Regional Hospital Board, and on Dr. W. Fowler and Dr. A 
Wigfield, consultant venereologists to the Board; the title of 
Clinical Tutor on Dr. Marguerite King and Dr. P. F. Milner, 
senior registrars, United Birmingham Hospitals; and the title of 
assistant clinical tutor on Dr. R. Fraser Williams, registrar, 
United Birmingham Hospitals. ‘ 

The title of University Research Fellow has been conferred on 
the following during the tenure of their present awards or ap- 
pointments or for the period of their stay in the University: 
in the Department of Physiology, on Dr. J. W. Meduski, who 
has been appointed to the Medical Research Council Unit for 
research on the chemical pathology of mental disorders; in the 
Department of Experimental Pathology, on Dr. K. R. Hay, who 
is a member of the scientific staff of the Medical Research 
Council for research on experimental pathology of the skin, 
on Dr. P. J. Scott, at present a registrar in the Queen Elizabeth 
Hospital and a research worker in the Department, and, in the 
Department of Experimental Psychiatry, on Dr. T. Chojnacki, 
who is to work in the Department during the session 1961-2 as 
a British Council scholar. 


Professor John McMichael, F.R.S., will deliver the William 
Withering Lecture in 1962. 

The board of governors of the United Birmingham Hospitals 
has granted honorary status to Professor I. E. Bush, honorary 
consulting clinical physiologist, and Professor W. H. Trethowan, 
honorary consulting psychiatrist. 

Dr. C. E. Oxnard has been appointed a Research Fellow in 
the Department of Anatomy from October 1, 1961. 

Mr. F. C. Walker resigned from his een as Lecturer 
in the Department of Surgery on July 31, 1961. 

Professor Lancelot Hogben, F.R.S., +l of Medical 
Statistics, and Professor C. F. V. Smout, Professor of Anatomy, 
retired on September 30, 1961. 


UNIVERSITY OF SHEFFIELD 


The following part-time appointments are announced: Mr. R. B. 
Wellesley Cole, temporary Honorary Lecturer in Medicine; 
Miss Mary A. C. Jones, Clinical Teacher in Ophthalmic Surgery ; 
Mr. C. H. Talbot, Clinical Teacher in Surgery; Dr. M. Green, 
Tutor in Pharmacology and Therapeutics; Mr. W. J. Lytle, 
Director of Postgraduate Clinical Studies and Lecturer within 
the Department of Surgery; and Dr. J. G. McCrie, Honorary 
Lecturer in the History of Medicine. 

The following resignations are announced: Dr. J. L. Graham, 
Assistant Medical Officer to the Student Health Service, on his 
appointment as Administrative Medical Officer in the Sheffield 
Regional Hospital Board, and Dr. R. A. Caldwell, Lecturer in 
Pathology, on his appointment as Director of Pathology, Princess 
Alexandra Hospital, Brisbane. 


ROYAL COLLEGE OF SURGEONS OF EDINBURGH 


At a meeting of the College held on October 18, with Professor 
John Bruce, President, in the chair, the Honorary Fellowship was 
conferred upon Sir Arthur Porritt, President of the Royal College 
of Surgeons of England. 


At the same meeting the following candidates, who had passed 
the requisite examinations, were admitted Fellows: 


nm Abrami, N. Ahmed, D. L. Annetts, J. B. Arnot, A. M. Bain, 

T. C. Barber, N. H. Bedwani, Doreen A. —_~ S. B. Biswas, W. J. O. 
Re Cc. T. M ay oe H. M. Chung, R. B. Conyngham, A. C. Cyrus, 
B. H. Dawson, J. C. De Villiers, M. A. Elwin oy Enwright, Maureen F. 
Esmonde-White, R. N. Gale, D. K. Gattulal, F. H. Ghali, S. G. Pillai, 
B. K. Gray, E. R. Griffiths, J. A. Hamilton, G. A. Hanks, Susan E. A. 
Hart, S. Kameswaran, M. W. Kaur, U. K. Kini, K. Kubba, A. E. 
Kulatilake, G. J. McCafferty, H. W. McFarlane, J. W. Mcintosh, N. ° 
Matheson, D. Mayor, V. L. Mehta, P. Mondal, K. P. Nair, 
Narendran, M. J. Notaras, J. C. Park, G. H. Parker, T. A 
Porter, G. J. Rice, W. M. Rigal, G. P. Sarma, A. 3 Gupta, S. M. 
Sengupta, N. C. Singhal, F. S. Smith, J. S. S. Stewart, P. 
D. Stuart, J. N. Taylor, V. R. Tindall, C. Wannenburgh, A. K “Wyllie. 


At the annual meeting of the College, held on October 18, 
with the President, Professor John Bruce, in the chair, the 
following officers were elected: President, Professor Bruce. 
Vice-presidents, Professor Norman M. Dott and Professor Bryan 
McFarland. Secretary, Mr. James A. Ross. Treasurer, Mr. J. J. 
Mason Brown. Representative on the General Medical Council, 
Mr. K. Paterson Brown. Conservator of Museum, Professor 
Eric C. Mekie. Honorary Librarian, Sir Walter Mercer. 


ROYAL COLLEGE OF PHYSICIANS OF IRELAND 
DIPLOMA IN OBSTETRICS 


In September the following candidates were successful at the 
examination for the Dublin Diploma in Obstetrics: S. V. Bhave, 
P. Mullick, I. B. Patel, J. T. Loughran, P. P. Rowan. 

The following officers of the College have been elected for the 
year 1961-2: President, Professor R. E. Steen. Vice-president, 
Dr. R. S. W. Baker. Representative on the General Medical 
Council, Dr. Edward T. Freeman. Registrar, Dr. Charles 
Dickson. Treasurer, Dr. Geoffrey Bewley. 


Vital Statistics 


Deaths from Violence in England and U.S.A. 


The crude death-rates (mean of years 1956, 1957, and 
1958) per 100,000 living males from violence and accident 
in England and Wales and in the U.S.A. were as follows 
(English figures first): suicidé, 14.7 and 17.1; homicide, 
0.5 and 3.3; road accidents, 17.6 and 33.7 ; other accidents, 
27.6 and 40.7. The crude death-rate from all forms of 
violence and accident was 60.4 per 100,000 males in England 
and Wales and 94.8 in the U.S.A. Twenty years before the 
equivalent figures were 75.3 and 147.0—From a paper 
entitled “ Factors in the Trend of Mortality” read by Mr. 
Arthur Pedoe before the Institute of Actuaries on October 
23. 


Industrial Accidents and Diseases 


The number of workpeople (other than seamen) in the 
United Kingdom whose deaths from accidents in the course 
of their employment were reported in September was 83, 
compared with 85 in the previous month and 90 in 
September, 1960. 

The numbers of cases of industrial diseases in the United 
Kingdom reported during September were as follows: lead 
poisoning 8, epitheliomatous ulceration 5, chrome ulcera- 
tion 7: total 20. There were no deaths—Ministry of 
Labour Gazette, October, 1961. 


Infectious Diseases 


Areas where the numbers of notifications were high in the 
latest two weeks for which figures are available. 


Week Ending 
Acute Poliomyelitis Oct. 28 Nov. 4 
Bolton C.B.__... 3 3 
Manchester C.B. 1 2 
Ashton-under-Lyne M. B. 0 2 
Yorkshire East Riding . an am 29 26 
Kingston upon Hull ae ie 21 22 
Beverley R.D. ... 0 3 
Cerebrospinal Fever 
Dysentery 
Carlisle C.B.... 3 19 
Lancashire ... ... 75 128 
Liverpool C.B. bi Kas 14 28 
Great Harwood U. 0 33 
Dundee __.... ats 20 23 
Food Poisoning 
Cuckfield R. D. 0 202 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
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— and lowest figures reported in each week during jNEECTIOUS DISEASES AND VITAL STATISTICS | 
years 1952-60 are shown thus ------, the figures for S for British Isles f a eha 28 ‘ 
1961 thus ———. Except for the curves showing notifi- Me rites ending October 
cations in 1961, the graphs were prepared at the Depart- ‘' ri ) and corresponding “= ames { 
ment of Medical Statistics and Epidemiology, London cases are for the coun: shown and London, adminitraie 
School of Hygiene and Tropical Medicine. Wales (London included), London administrative county, the 17 principai ‘ 
+ towns in Scotland, the 10 principal towns in Northern Ireland, and the 14 
600, principal towns in Eire. 
ACUTE POLIOMYELITIS A blank space denotes disease not notifiable or no return available. 
The table is based on information supplied by the Registrars-General of 
r England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health : 
500) and Local Government of N. Ireland, and the Department of Health of Eire. f 
Highest 1952-60 | 1961 1960 
400+ cases “8 i giz 2, 
< | 3 + ss 3 
« 300+ Diphtheria | 1; 0 0 0| 0, 
‘igh ‘ Dysentery a 36; 220; 21) 8 581 “170| 1S; 4 
200!- / \ Encephalitis, acute | 1} 0 3) = | 
yphoi 
Food-poisoning .., 284, 6 28) 0) 196| 19 19) 37) 4 
j | | | 
iarrhoea under | H 
| 10) 28 | | 4 41 
Measles* .. | 1,163) 36) 11) 74) 74] 4585| 261| 98 98| 28 
70- Highest 1952-60 | 2| 9! | 
2 an | Pneumoniat | 131; 0) 221| 4| 
= Puerperal fever§ .. | 166 37; 16, 0} 171) 10 2 
Scarlet fever... | 349 27) 37| 16, x “409! 24 24, 29) 34 
WEEKS Whooping-cough 22; 11 964) 84) 98, 52 
SCARLET FEVER | 
peatus | 
Diphtheria | oj of of of of o 
< Dysentery 0| 9 1} 0 0 
iarrhoea under | | j | 
1000 ; 2 years .. | si a} of 
Measles | | 0| 0 oO 
Meningcccccal in- | | | | 
1961 fection .. 90} | 
48 1216 20 2428 3236 4044 48 52 Pneumonia | $33) 42| 2a] 12) 4] $28| 44] 8 
Poliomyelitis, acute! 0 | 0| 0 
70; espiratory a 
wn Non-respiratory { i} 4 £8 0 } { 1) OF 0 
2 is x Highest 1952-60 Whooping-cough. . | i| of of oO 0 0 
Deaths 0-1 year .. | 320, 33) 22, 8| 9] 31 30! 10, 10 
= Deaths (exchding | | | 
stillbirths) 9,504 812, 596, 125| 182] 10 00a] 815 552) 122, 179 
= 
2 LIVE BIRTHS. | 15,051|1322/ 998| 231| 369 14,458 |1235| 944| 308 
STILLBIRTHS.. 301 | 26| 23) 286| 21 | 
Lowest 1952°6O * Measles not notifiable whence returns are approximate. 
+ Includes primary and influenzal pneumonia. 
12 16 20 40 5: § Includes puerperal pyrexia. 
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Royal Society’s Copley Medal 


The Royal 
Society’s Copley 
Medal has been 
awarded to Sir 
HANS KREBS, 
F.R.S., Whitley 
professor of bio- 
chemistry, Univer- 
sity of Oxford. 
(See annotation at 
p. 1345.) 


(Elliott and Fry 


Grant of Arms to College of General Practitioners 

The College of General Practitioners has recently received 
a Grant of Arms, the design of which is shown here. The 
black-and-white shield, a mirror image of the arms of 
St. Bartholomew’s Hospital, suggests that the family doctor 
is on duty night and day, and that he shares and is in 
sympathy with whatever grief or joy he may find in the 
home, whose symbol is the chevron, the house-roof. Against 
this background are set an opium poppy and a gentian, 
examples of the simple remedies he has used for centuries. 
The lighted lamp is taken from the crest of the Royal 
College of Nursing, and will perpetually remind him how 
much he owes to the sister profession. The supporters are 
a unicorn and a lynx, as originally proposed by Dr. H. P. 
Cooper HARRISON. The unicorn comes from the arms of 
the Worshipful Society of Apothecaries, and is exactly as 
granted to the Apothecaries in 1617. Its horn has always 
been credited with miraculous and protective powers. The 


lynx first appeared as an augmentation, granted in 1569, to 
the Barber Surgeons Company of London. its coloured spots 
being the eyes all over its body, which give it its all-seeing 
character—a most appropriate characteristic for a general 
practitioner. The crest is the owl, for wisdom; it holds 
the chairman’s gavel which, on Dr. G. I. WATSON’s initiative, 
was presented to the College by the Greek Ambassador at 
the first annual general meeting in November, 1953. The 
motto Cum scientia caritas might be translated “ With skill, 
tender loving care.” 


Wellcome Wing at Leeds General Infirmary 

On November 7 the honorary degree of D.Sc. was 
conferred on Sir HENRY DALE by the University of Leeds. 
He was visiting the city for the formal opening of the 
Wellcome Wing of the General Infirmary at Leeds, which 
houses the department of urology and medical physics, and 
to which the Wellcome Trust contributed £60,000. The 
remainder—about £93,000—was shared between the Univer- 
sity and the Board of Governors of the United Leeds 
Hospitals. 

There are 20 laboratories in the wing, nine special-purpose 
rooms, including screened instrument rooms, four workshops, 17 
staff rooms, a library, and a conference room. Suites of 
laboratories have been designed specially for research on radio- 
isotopes, spectrophotometry, steroid chemistry, chromatography, 
and pathology. One laboratory has been built entirely below 
the ground to meet special requirements for the measurement of 
body radioactivity. On the top floor is a ward of 11 beds, which 
has been provided from private funds for patients needing 
clinical and metabolic investigations. 


International Conference on Alcohol and Road Traffic 

The Third International Conference on Alcohol and 
Road Traffic is to bé held at B.M.A. House, London, 
from September 3 to 7, 1962. The DuKkE oF EDINBURGH 
will be Patron, and Mr. E. MarPLes, Minister of Transport, 
president of the conference. Professor E. J. WAYNE, regius 
professor of the practice of medicine, Glasgow University, 
is chairman of the organizing committees, and the secretary 
is Dr. J. D. J. HAvARD, assistant secretary, British Medical 
Association. There will be plenary sessions on law and 
law enforcement; on pharmacological, physiological, and 
psychological aspects, including analytical methods ; and on 
sociological aspects, including accident statistics, public 
information, and insurance. Reports from sections and 
working parties will also be presented. Details may be 
obtained from Dr. J. D. J. Havarp, B:M.A. House, 
Tavistock Square, London W.C.1. 


W.H.O. Committee on Insecticides 

Accumulated data from seven laboratories throughout the 
world doing research on the development of new insecticides 
are being submitted to a W.H.O. Expert Committee on 
Insecticides. Dr. J. M. BARNES, United Kingdom, was 
elected chairman at the first meeting of the Committee on 
October 23, Dr. W. J. Hayes, U.S.A., vice-chairman, and 
Dr. S. P. RAMAKRISHNAN, India, rapporteur. More than 500 
new compounds are being tested by the Committee, most 
of them of the organo-phosphorus group. The main aim 
of the search for new insecticides is to bring malaria 
eradication to a successful conclusion and to aid the 
offensive against other insect-borne diseases. The number 
of W.H.O. disease-control projects is rapidly increasing and 
there is a growing resistance of insects to insecticides, 
W.H.O. states. 


Anglo-French Exchange Bursaries 

Applications are invited for the bursaries which will be 
awarded in 1962 to young British doctors under the exchange 
scheme arranged by the French Embassy in London between 
the Institut National d*Hygiéne in Paris and the Ciba 
Foundation in London. The value of the French grants is 
NF. 870 a month tax free, and they will be awarded for 
periods of two to four months to medical men who wish 
to obtain clinical experience or carry out research in France. 
Application forms may be obtained from the director of 
the Ciba Foundation, 41 Portland Place, London W.1. The 
closing date for applications is January 27, 1962. 


| 
| 
3 \\ 
| ee 
4 f 
Ji Ae f | 


Nov. 18, 1961 


MEDICAL NEWS ; BRITISH 1373 


MEDICAL JOURNAL 


Hospital Appointments in France 

The Collége de Médecine des Hépitaux de Paris has 
arranged for some young doctors from other countries io 
obtain junior hospital appointments in Paris hospitals. 
Details can be obtained from the Scientific Office, French 
Embassy, 22 Wilton Crescent, London S.W.1. 


New Justice of the High Court of Justice 

Mr. R. F. G. Ormrop, Q.C., has been appointed a Justice 
of the High Court of Justice. He has been attached to the 
Probate, Divorce, and Admiralty Division. 

Mr. Justice Ormrod, who was 
born in 1911, was educated at 
Shrewsbury School and the Queen’s 
College, Oxford. He qualified B.A. 
(Jurisprudence) in 1935, and then 
read medicine at St. Thomas’s Hos- 
pital Medical School for a year 
before returning to the study of 
law. He was called to the Bar, 
Inner Temple, in 1936. He then 
qualified B.M., B.Ch(Oxon.) in 
1941, and was a house-physician at 
the Radcliffe Infirmary, Oxford, be- 
fore serving in the R.A.M.C. from 
1942 to 1945. He was lecturer in 
forensic medicine at Oxford from 
1950 to 1959, and was appointed 
Queen’s Counsel in 1958. He edited 
(with E. H. Pearce) Dunstan’s Law 
of Hire Purchase (1938), and 
published (with Harris Walker) Naticna) Health Service Act 1946 
(1950). 

Fulbright Travel Grants 

The United States Educational Commission in the United 
Kingdom announces that, under the provisions of the 
Fulbright programme, travel grants are available to citizens 
of the United Kingdom and dependent territories to go to 
the United States of America for academic or educational 
purposes, such as study, research, or lecturing. All awards 
are competitive and are made by the Board of Foreign 
Scholarships in ¥Washington upon the recommendations of 
the Commission. Further details may be obtained from 
the Commission, 71 South Audley Street, London W.1. 


Hospital Efficiency Studies 

A third set in the series of Abstracts of Efficiency Studies 
in the Hospital Service has been issued by the Ministry of 
Health. Nineteen studies have now been published since 
April of this year. This third set is made up of six studies 
covering the blood transfusion service (collection and trans- 
port); financial arrangements (analysis of expenditure— 
suppliers’ invoices); financial arrangements (control of 
expenditure—engineering and building maintenance work) ; 
out-patient arrangements (clinic accommodation);. out- 
patient arrangements (planning data—movements between 
clinics and departments) ; and portering services (disposal of 
ward refuse and soiled linen). (H.M.S.O., either separately 


at prices ranging from 4d. to ls., or as complete sets at 


3s. 8d.—all prices net.) 


Royal Faculty of Physicians and Surgeons, Glasgow 
Dr. J. H. Wricut has been re-elected President of the 
Faculty. 


Royal College of Physicians of Ireland 
Dr. R. E. STEEN has been appointed President and Dr. 
R. S. W. BaKER Vice-president of the College. 


Appointments 

> Dr. A. F. ALForp has retired from the Ministry of 
Education after 23 years’ service. Dr. C. B. Huss, senior 
medical officer, has succeeded Dr. Alford as deputy to 
Dr. P. HENDERSON, the Ministry’s Principal Medical Officer. 
Dr. G. M. Fiemineo has left the Ministry of Education to 
become a senior medical officer at the Ministry of Health. 
Drs. ANNE Guy and Ester E. SIMPSON have been appointed 
medical officers at the Ministry of Education. 

> Dr. J. M. Liston is to succeed Sir JoHN BUCHANAN as 
Chief Medical Officer of the Department of Technical 
Co-operation when Sir John retires in March, 1962. Dr. 


~ Suprachiasmal Meningioma in a 2-year-old Child. Paul Teng. 
lexander. 


Liston will be succeeded as Deputy Chief Medical Officer 
by Dr. P. W. Dit-RussELL, at present director of Medical 
Services, Fiji. 


COMING EVENTS 


Royal College of Surgeons of England.—Provincial meet- 
ing, Sheffield, November 24, 25. Annual meeting of Fellows 
and Members, November 25, 2.15 p.m., Firth Hall of 
University. | Admission to Honorary Fellowship of Sir 
Howaro P.R.S., who will give Arthur Hall Lecture, 
“Electron Microscopy and Surgery.” 


University College London.—An evening reception and 
reunion will be held at the College on Friday, February 16, 
1962. Former undergraduates or postgraduates who entered 
the College during the period October, 1920—June, 1930, are 
invited. Applications for tickets (which are limited and will 
be issued in order of application) should be made by 
November 30 to the Assistant Secretary, University College 
London, Gower Street, W.C.1. 


Wright-Fleming Institute of Microbiology.—Professor R. 
Hare, “ Sir Almroth Wright,” November 30. See advertise- 
ment p. 79. 


Institute of Urology.—Course, “Recent Advances in 
Urology.” December 1-3. See advertisement p. 79. 


Chest and Heart Association.—Symposium, “ The Eradi- 
cation of Tuberculosis,” December 15, Royal Faculty of 
Physicians and Surgeons, 242 St. Vincent Street, Glasgow. 
Details from C.H.A., Scottish Branch, 65 Castle Street, 
Edinburgh 2. Tel.: CALedonian 6527. 


Sheffield University——Course in dermatology for general 
practitioners, April 9-13, 1962. See advertisement p. 79. 


NEW ISSUES OF SPECIALIST JOURNALS 


The Journals listed below are obtainable from the 2 pati 
Manager, B.M.A. House, Tavistock Square, London W.C.1\. 


BRITISH JOURNAL OF OPHTHALMOLOGY 


Chronic Endophthalmitis Due to Toxocara. I. M. Duguid. 
The Meibomian Glands. An Investigation into the Secretion and Some 
Aspects of the Physiology. R.G. Linton, D. H. Curnow, and W. J. 


Dacryocystorhinostomy. An Out-patient Procedure. J. D. EB. Strong. 
Enzymatic Zonulolysis in Cataract Surgery. J. M. Pahwa. 

Fibrous Dysplasia of the Orbital Bones. A. Mortada. 

Non-central Fixation in Squinting Children. J. Scully. 

Familial Glaucoma. D. G. Macpherson and K. J. Modi. 


Detachment Associated with Vitreous 
ae R. Pitts S Crick and J. J. Blake. 


Notes. 


Obituary. 
Volume 45, No. 11. (Monthly; £6 annually. £9 with 
Ophthalmic Literature and Index.) 


JOURNAL OF NEUROLOGY, NEUROSURGERY 
AND PSYCHIATRY 


The ree of Lateral Popliteal Nerve Action Potentials in Man. 
W. Gilliatt, H. V. Goodman, and R. G. Willison. 
A Syndrome. of Continuous Muscle-fibre Activity. yam Isaacs. 
hic Changes in Cerebellar Degenerative Lesions. L. A. 

Liversedge and V. Emery. 

Studies in Spina Bifida Cystica : I General Survey and Reassessment of the 
Problem. Patricia Anne Doran and A. N. Guthkelch. 

The Prognosis of Survival from Cerebrovascular Accidents. Ian D. 
Melville and Stewart Renfrew. 

Intramedullary Haemangioblastoma of the Spinal Cord Associated with 
Pial Varicosities Simulating Intradural Angioma. K. R. Krishnan and 
W. Thomas Smith. 

Controlled Multifocal Frontal Leucotomy for Psychiatric Iliness. H. J. 
Crow, R. Cooper, and D. G. Phillips. 

Intellectual Impairment in Children with Localized Post-infantile Cerebral 
Lesions. John McFie. 

Prolonged Organic Psychosis with Recovery in Addison’s Disease. Samuel 
I. Cohen and I. M. Marks. 

Ocular a Palsy in Periodic Migrainous Neuralgia. E. A. Nieman 
and L. J. Hurwitz. 

Radiological and Clinical Features of an Arachnoid Cyst of the 
Quadrigeminal Cistern. Herbert Lourie and Alfred S. Berne. 


ural Haematoma at the Vertex. G. L. Al 
Book Reviews. 
Index to Volume 24 


Volume 24, No. 4. (Quarterly; £3 annually.) 
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SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Monday, November 20 


HUNTERIAN SOcieETY.—At Apothecaries’ Hall, 8.30 p.m., Debate: That 
Corporal Punishment is an Effective Deterrent Against Crimes of 
Violence. Proposed by Sir Frederick Pritchard and Dr. Michael G. C. 
Ashby, opposed by Sir Basi] Henriques and Dr. D. Stafford Clark. 

POsToRADUATE MEDICAL SCHOOL OF LONDON.—4 p.m., Dr. Brian Ackner: 
Psychopathic Personality. 

SOcIETY FOR MEDICAL aND DENTAL HYPNOsIS.—At Royal Society of Tropical 
Medicine and Hygiene, 8 p.m., Mr. Eric £2. Wookey: Uses in Dentistry. 
9 p.m., Dr. M. J. Fenton: Treatmemt of Skin Conditions. 


Tuesday, November 21 

Britis POSTGRAvUATE MEDICAL FEDERATION.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Dr. A. R. Harrison: Primary 
Hyperparathyroidism. 

Hitt Hospitat Mepicat Socrety.—8.30 p.m., Mr. J. C. Ottaway: 
The Coroner and Other Problems. 

@INSTITUTE OF OwsTETRICS AND Hammersmith Hospital, 
3 p.m., Dr. Neville Butler: Perinatal Mortality Survey. 

Lonvon London School of Hygiene and Tropical 
Medicine, 5.30 p.m., Heath Clark Lecture by Professor A. V. Neale: 
Advancement of Child Health—@3) Epidemiological Trends and Achieve- 
ments, with Particular Reference to Tuberculosis. 

MANCHESTER MEDICAL SocieTy.—At Large Anatomy Theatre, Manchester 
University Medical School, 4 for 4.30 p.m., University Lecture on the 


History of Medicine by Mr. A. Rocyn-Jones: Some Early Healers of 
Skeletal Disorders. 
RESEARCH DeEFeNce Socrety.—At Physiology Lecture Theatre, University 


College London, 5.30 p.m., 30th Stephen Paget Memorial Lecture by Sir 
Hugh Linstead, M.P.. On Taking Account of Public Opinion. 

Roya. COLLEGE OF SURGEONS OF ENGLAND.—5S p.m., Erasmus Wilson 
Demonstration by Dr. R. C. B. Pugh: Histopathology of the Prostate. 
St. Mary's Hospitat Mepicat SCHOOL.—S p.m., Professor James S. Scott: 

Intersex. 
West END HOsPITAL FOR NEUROLOGY AND NEUROSURGERY.—S.30 p.m., Mr. 
K. IL. Nissen: Orthopaedic Aspects of Pain in the Upper Limb. 


Wednesday, November 22 

ANGLO-AMERICAN MEDiCaL SOCIETY: LONDON Group.—At English Speaking 
Union, 8.30 p.m., subject: Medical Malpractice in England and the 
United States. English guest speaker, Dr. Alistair French. American 
guest speaker, Major William Rule, U.S.A.F. 

INSTITUTE OF DISEASES OF THE CHEST.—S5S p.m., Dr. J. C. Batten: Relapse 
in Tuberculosis. 

@INSTITUTE OF OBSTETRICS AND GYNAECOLOGY.—At Queen Charlotte’s 
Hospital, 11.15 a.m., Professor W. C. W. Nixon: Indications for 
Hospital Delivery. 

INSTITUTE OF UroLocy.—4.30 for 5 p.m., Mr. R. T. Turner-Warwick: 
Surgical Treatment of Strictures of the Urethra. 

MANCHESTER MEDICAL SOCIETY: SECTION OF MEDICINE.—At Large Anatomy 
Theatre, Manchester University Medical School, 4 for 4.30 pm., Dr. 
J. B. L. Howell: Emphysema. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—2 p.m., Professor G. H. 
Lathe: Bile-pigment Metabolism. 

Roya INSTITUTE OF PuBLIC HEALTH AND HYGIENE.—3.30 p.m., Dr. N. R. 
Beattie: Task of the Public Health Service in the Field of Social Health. 

@West LONDON MEDICO-CHiRURGICAL SOcieTY.—At Hammersmith Hospital, 
7.30 for 8 p.m., dinner, followed by lecture (in Wolfson Institute) by Air 
Commodore W. K. Stewart: Medicine in Space. 


Thursday, November 23 

BIRMINGHAM MEDIcaL INSTITUTE: SECTION OF ANAESTHETICS.—8.15 p.m., 
De. FP. Horsey: Fluid and Electrolyte Problems in Abdominal 
Emergencies. 

Baisto. UNIVERSITY: DEPARTMENT OF PSYCHIATRY.—At Small Lecture 
Theatre, Queens Building, 8.30 p.m., Professor G. R. Hargreaves: 
Changing Focus of Psychiatry. 

British MEDICAL ASSOCIATION.—5.30 p.m., lecture-discussion on Early 
on of Orthopaedic Abnormalities, to be opened by Sir Denis 
rowne. 

BRITISH POSTGRADUATE MEDICAL FEDERATION.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Professor I. E. Bush: 
Hormones of the Adrenal Cortex. 

Brook Generat p.m., Clinicopathological Conference. 

FOUNTAIN HospITaL.—5.30 p.m., Dr. Valerie Cowie: Maternal Constitution 
and Mongolism;: Dr. L. Goldie: Duliness and E.£.G. Changes. 

HONYMAN GILLESPIE LECTURES.—At Anatomy Theatre, University New 
Buildings, Teviot Place, 5 p.m., Professor A. W. Kay: Gastrointestinal 


Surgery and Human Physiology. 
LIVERPOOL MEpDIcat INSTITUTION.—At Stanley Hospital, Liverpool, 
11 Chandos Street, 


2.30 p.m., afternoon clinical demonstration. 

LONDON JEwisH MEDICAL SOCcIETY.—At 
London W., 8.15 p.m., Dr. C. M. Fletcher: The Problem of Observer 
Variation in Clinical Diagnosis. 

LONDON UNIVERSITY.—At London School of Hygiene and _ Tropical 
Medicine, 5.30 p.m., Heath Clark Lecture by Professor A. V. Neale: 
Advancement of Child Health—44) Juvenile Rheumatism—Clinical, En- 
vironmental, Social, and Nutritional Factors in its Epidemiology. 

RoyaL COLLEGE OF PHYSICIANS OF LONDON.—5 p.m., Bradshaw Lecture by 
Dr. Sheiia P. V. Sherlock: Jaundice. 

St. ANDREws UNIVERSITY.—At Physiology Department Lecture Theatre, 
Queen’s College, Dundee, 5 p.m., Professor H. Harris: Inborn Errors of 
Metabolism. 

St. Georce’s HosprtaL MEDICAL SCHOOL.—S.15 p.m., Professor Desmond 
Curran: postgraduate demonstration in psychiatry. 

Society OF CHEMICAL INDUSTRY: MICROBIOLOGY GrouP.—At Royal Society 
of Medicine, 2 p.m., subject: Industrial Cell Culture and Vaccine Pro- 
duction. Papers by Dr. C. Kaplan, Dr. P. B. Stones, Mr. K. J. O'Reilly, 
and Dr. F. T. Perkins, 


friday, November 24 

INSTITUTE 07 DISEASES OF THE CHEST.—S p.m., Dr. J. C. W. MacFarlane: 
clinical demonstration. 

@INSTITUTE OF OBSTETRICS AND GYNAECOLOGY.—At Queen Charlotte's 
Hospital, 11 a.m., discussion: Resuscitation of the Newborn. Guest 
speaker: Professor I. Donaid. 


KEIGHLEY AND DISTRICT MEDICAL SOcIETY.—At Keighley and District 
Victoria Hospital, 8.30 p.m., clinical meeting. 

LIVERPOOL SOCIETY OF ANAESTHETISTS.—At Liverpool Medical Institution, 
2a general meeung. Dr. W. D. Wylie: Anaesthesia in the Labour 

ar 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—{1) 10 a.m., Mr. A. H. 
Hunt: Current Problems in the Treatment of Portal H 
(2) 4 p.m., Dr. L. A. Liversedge: Occupational Cramps. 

ROYAL ANTHROPOLOGICAL INSTITUTE.—At Royal Society, 5.30 p.m., Huxley 
Memorial Lecture by Dr. A. E. Mourant: Evolution, Genetics, and 
Anthropology. 

Society OF MEDICAL OFFICERS OF HEALTH: WELSH BRANCH.—At B.M.A. 
House, 195 Newport Road, Cardiff, 6.30 p.m., Branch Meeting, Address 
by Dr. Gaynor Lacey: The School Refuser. 


Saturday, November 25 


University.—At Hall, Western Bank, 3.30 p.m., Arthur 
Hall Memorial Lecture by Sir Howard Florey, P.R.S.: Micro- 
scopy and Surgery. 


APPOINTMENTS 


RecionaL Hosprtat Boarv.—J. 
(Mental A) and Stoke-on-Trent Groups of Hospitals; S. R. 
s R.C.P., Part-time Consultant Dermatologist (six notional half- 
days weekly) to South Worcestershire and Birmingham (Dudiey Road) 
Groups of Hospitals: H. W. Chadfield, M.R.C.P.Ed., Part-time Consuhant 
Dermatologist (nine notional half-days weekly) to West Bromwich, 
Wolverhampton, and Dudley and agers: Groups of Hospitals : 
L. G. W. Johnston Hannah, M.B., B.S., D.P.M., Whole-time Consultant 
Psychiatrist and Deputy Medical Superintendent to Birmingham (Mental E£) 
Groups of Hospitals ; C. Entwistle, M.B., a M., and A. Orwin, 
L.R.C.P.&5 Ed. Whole-time Consultant Psychiatrists to Birm- 
ingham (Mental B) Group of Hospitals, for duties at Rubery Hill — 
and Hollymoor Hospital respectively; M. Atkinson, M.D., 
Part-time Consultamt Physician (nine notional half-days wee! kly) 
Worcestershire Group of Hospitals. 

Bowe, James C., M.D., F.R.C.P.Ed., D.P.H., Medical Superintendent, 
Lingfield Hospital School for Epileptic Children, Lingfield, Surrey, as from 
December 1, 1961. 

Liverroot REGIONAL Boarp.—J. S. F.F.A. 
R.C.S., D.A., and H . Graham, M.B., B.S., F.F.A.R.C.S., D.A., 
Part-time Consultant hemiedtnt (maximum sessions) to < Helens Group 
and Birkenhead and North Wirral Groups respectively; M. D. Readett, 
M.B., Ch.B., M.R.C.P., Part-time Consultant Dermatologist (maximum 
sessions) to Broadgreen and Newsham General Hospitals: L. G. C. 
Martin, M.B., B.S., F.R.F.P.S., M.F.Hom., Part-time Consultant Homoeco- 
pathic Physician, giving four sessions per week to Liverpool Homoeopathic 
Hospital ; J. E. Forster, M.D., M.R.C.P., Part-time Consultant Physician, 
giving six sessions per week - South port Group ; R. W. Galloway, M.D., 
F.F.R., D.M.R.D., D.Obst.R.C.0.G., Part-time Consultant Radiologist 
(maximum sessions) to St. Helens and Warrington Groups. 

NorTH-west MPTROPOLITAN REGIONAL HospiTat Boarp.—A. G. Beckett, 
B.M., B.Ch., M.R.C.P., and C. Symons, M.D., M.R.C.P., Consultant 
General Physicians, New End Hospital; D. A. Bailey, M.Chir., F.R.C.S., 
Consuhant General Surgeon, Royal Northern Hospital. 


BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 
Clifford.—On October 17, 1961, at Exeter, to Dr. Desiraie Howells, wife 


of Paul Clifford, a daughter. 
Coptand.—On November 6, 1961, in Edinburgh, to Dr. June (formerly 
William A. Copland. a sister for Rosalind and 


Humer) and Dr. 
Caroline. 

Fox.—On October 24, 1961, to Gaye (formerly Akker) and Wallace Fox, 
M.D., of 32 West Hill Court, Millfield Lane, Highgate, London N., a 


son—Adam Marc. 
Maurice.—On Sancater 10, 3961, at Newcastle General Hospital, to 

vid Maurice, F.R.C.S., a sister for Fiona 
Jane—Susan Caroline. 


Cynthia (formerly Beer) and 
jWhite.—On November 6, 1961, tl Cardiff Maternity Hospital, to Dr. 
Angela (formerly Mitchell) and John White, a son—Francis George. 


DEATHS 


Ball.—On October 21, 1961, A Ball, M.D., D.P.H. 

Cameron.—On October Hugh Fraser Cameron, M.B., C.M., of 
The Close, Eye, Suffolk, ‘... 2 Brechin, Angus, aged 

Curran.—On October 20. 1961, in hospital, William Joseph Curran, 
L.R.C.P.&S., of Longacre, Brackenthwaite Lane, Burn Bridge, Harrogate. 

Darby.—On October 19, 1961, S ha home, 27 College Road, Maidstone, 


Kent, Ruth Darby, M.B.E., » Ch.B., aged 74. 
imour.—On October 15, “William Macmillan Gilmour, M.B., 
Ch.B., of 93 Dalton Green Lane, Huddersfield, aged 81. 

Haes.—On October 20, 1961, in hospital, Ruth Adéle Haes, M.B., B.S., 


D.Obst.R.C.0.G. 
1961, hospital, Jamshedji Kanga, 


Road, ndon 

. 1961, at 35 Ken Road, Southsea, Benjamin William 

Martin Aston Key, O.B. E., M.D., aged 91. 

King.—On October 21, 1961, at his “home, White House, Loudhams Wood 
Lane, Little Chalfom, Bucks, Harold Holmes King, C.1.E., M.B., B.S., 


Liewtenant-Colonel, 1.M.S., retired. 
stra.—On October 20, 1961, Osvald Edgar John McOustra, 


F.R.C.S.Ed., of Cheltenham. 
Race.—On October 24, 1961, John Percy Race, M.R.C.S., L.R.C.P., of 
16 Winston Drive, Bexhill-on-Sea, Sussex, aged 
—On October 24, 1961, Charles Reid, M.D., D.P.H., of Old Henley, 


Fernhurst, Surrey 
1961, Renteans Henry Robbins, M.D., of 69 


Robbins.—On October 21, 
Oxgate Gardens, London N.W., aged 84 

Robson.—On October 23, 1961. William Douglas Goodfellow Robson, 
M.B., Ch.B., D.P.M., of 30 Dellside, Harefield. 

— September 25, 1961, Arthur Vernon Stocks, M.B., Ch.B., 

Wakeley.—On October 16, 1961, at Robryda, Digswell, Welwyn, Herts, 
Leslie Stuart Pembrey Wak eley, M.R.CS., L.R.C.P. 
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Any Questions ? 


We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Radioactive Substances in Breast Milk 


Q.—If a mother who is breast-feeding her child is 
drinking a great deal of cows’ milk is there likely to be 
any risk of her passing on in the breast milk significant 
quantities of radioactive substances which may be contained 
in the cows’ milk ? 


A.—At different times cows’ milk may contain possibly 
significant quantities of different radioactive substances. 
Each individual radioactive substance has to be assessed 
on its own because of a variety of highly technical physical, 
metabolic, and radioactive considerations. 

The available evidence suggests that the plasma iodide 
clearance by the breast is about 12 ml./min.,’ whereas the 
renal clearance is usually taken to be about 35 ml./min. 
It may be concluded from these average figures that about 
a quarter of the daily intake of radioactive iodine would 
appear in the breast milk. The plasma clearance by the 
breast is likely to depend on the rate of milk production, 
so that young babies might receive less and older babies 
possibly more than this fraction. An average 6-months- 
old baby is assumed to imbibe 0.9 litre (1% pints) of milk 
daily.2, A nursing mother would therefore have to drink 
6-8 pints (3.44.5 litres) of cows’ milk a day for her baby 
to acquire from her breast milk the same amount of radio- 
active iodine as he would obtain if all his milk was cows’ 
milk. 

The ratio of strontium-90 to calcium in the milk of 
lactating women was roughly one-tenth of the ratio in their 
diet at the time.*. The ratio in the whole diet depends on 
the proportion and’ kind of the different foods eaten, but in 
practice it is found in this country that the ratio is very 
similar in milk and milk products and in the combined 
non-milk part of the diet.‘ Thus from the point of view 
of how much strontium-90 may be passed on to a child in 
the mother’s breast milk it is immaterial how much cows’ 
milk the mother may drink. 

Radioactive caesium-137 and carbon-14 may also be 
found in milk. The risk from these materials is primarily 
genetic in nature and the intake of individual babies is not 
a matter for concern. 


REFERENCES 

1 Honour, A. J., Myant, N. B., and Rowlands, E. N., Clin. Sci., 1952, 11, 

2 Maximum Permissible Dietary Contamination After the Accidental Release 
of Radioactive Material from a Nuclear Reactor, Medical Research 
Council Committee on Protection Against Ionizing Radiations, Brit. 
med. J., 1959, 1, 967. 

5 Lough, S. A., Hamada, G. H., and Comar, C. L., Proc. Soc. exp. Biol. 
Med., 1960, 104, 194. 

‘ Strontium-90 in Human Diet in the United Kingdom, 1959, sateen 
Research Council Radiobiological Laboratory, Report No. 3, 1960. 


Fall-out and Special Milk for Pregnant Women 


Q.—If it should become necessary for babies up to 1 
year to have special non-radioactive cows’ milk will pregnant 
mothers also need it? 


A.—The question tends to perpetuate a common confu- 
sion. All milk is naturally radioactive and there is no way 
of obtaining wholly non-radioactive milk. 

If it becomes necessary to provide special milk for babies 
of up to 1 year of age the reason will be that ordinary 
fresh liquid cows’ milk contains a higher level of particular 
forms of radioactivity than is considered allowable. Each 
individual radioactive substance needs to be assessed on 
its own because of a variety of highly technical physical, 
metabolic, and radiobiological considerations. 


In the next few weeks the level of radioactive iodine 
(iodine-131) will be the determining factor. There is no 
special metabolic reason why pregnant adults should be 
regarded as in a different class from non-pregnant adults. 
The question of the developing foetus does not seem to 
have been separately examined except in one paper,’ where 
the data are not as full as might be desired. The concentra- 
tion of radioactive iodine in the foetal thyroid was reported 
to be 2-10 times the adult concentration. Thus if a 
pregnant woman were to drink 0.9 litre (14% pints) of 
contaminated milk daily (the nominal intake of a 6-months- 
old baby’) the concentration of radioactive iodine in the 
foetal thyroid would be 1/10—4 of that in the thyroid of 
a 6-months-old baby imbibing the same milk. The relative 
radiation dose to thyroid cells would be somewhat smaller 
still, since the foetal thyroid is smaller in size than the baby’s. 
thyroid gland. 

Without making possibly unjustified assumptions about 
a special radio-sensitivity of the foetal thyroid it may be 
concluded that a pregnant woman would not need special 
milk unless the radioactive iodine in ordinary fresh cows’ 
milk rose to a level several times higher than that which 
would necessitate special supplies for babies. A leading 
article on radioactive iodine in milk appeared in last week’s 
Journal.’ 

REFERENCES 
1 Beierwaltes, W. H., Crane, H. R., Wegst, A., Spafford, N. R., and 

Carr, E. As jun., fe Amer. med. Ass., 1960, 173, 1895. 

2 Maxi Per ibl Dietary Contamination After the Accidental Release 
of Radioactive Material from a Nuclear Reactor, Medical Research 

Council Committee on Protection Against Ionizing Radiations, Brit. 


med. J., 1959, 1, 967. 
3 See Brit. med. J., 1961, 2, 1275. 


Volcanic Dust and Radioactivity 


Q.—When a sudden volcanic eruption occurs, such as that 
of Krakatoa in 1883, is it not possible that the dust from 
such eruptions may have had to pass through radioactive 
layers before reaching the surface and thus may have been 
responsible for much injury to mankind in the past ? 


A.—Natural radiation comes from two sources—naturally 


* radioactive materials in the earth’s crust and cosmic radia- 


tion. A large explosion like that at Krakatoa redistributes. 
some naturally radioactive earth. It also carries debris to 
great heights where cosmic radiation is more intense than: 
after absorption in the lower atmosphere and where 
bombardment of the dust by cosmic particles could induce 
more radioactivity than at the earth’s surface. The 
combined effects would not lead to increase in radiation: 
dose-rates of biological significance. 


Vaccination Sites 


Q.—Is there any contraindication to vaccinating babies on 
the sole of the foot to obviate an obvious scar later on? TI 
use the multiple pressure technique. 


A.—The use of the sole of the foot is clearly restricted 
to the pre-toddler age. Objections to the use of this site 
for vaccination are that any part of the body below the 
excretory orifices is rather more likely to become infected’ 
than would a vesicle on the arm; also many children kick 
and rub their feet together, and a secondary vaccination 
has sometimes been observed on the other leg when the 
dressing has been kicked off. Clearly much would depend 
on home circumstances and care in deciding whether it is 
wise to choose to utilize the sole of the foot. Parish and 
Cannon’ state that vaccination on the leg, especially on the 
thigh and buttock, is accompanied by more severe local and 
general reactions than vaccination on the arm, and should 
be discouraged. When it is desired to avoid unsightly 
scarring a good site to choose is the posterior aspect of 
the upper arm near the fold of the axilla. This position 
has the advantage that it is not easily reached by the child’s 
other hand. 

REFERENCE 


1 Parish, J. J., and Cannon, D. A., Antisera, Toxoids, Vaccines, and 
Tuberculins in Prophylaxis and Treatment, Sth ed., 1961. E. and S. 
Livingstone Ltd., Edinburgh. 
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Reading Diastolic Blood-pressure 


Q.—Why is it that when blowing up the bag of a mano- 
meter the point of sound change (diastolic) is rarely the same 
as when deflating the bag? 


A.—tThe diastolic blood-pressure is taken as the point at 
which the slapping sounds (phase 3 of Korotkow) made by 
blood passing intermittently through the artery beneath the 
cuff become muffled before disappearing entirely as the 
release of cuff pressure permits the blood to pass as a 
continuous stream rather than intermittently (phase 4 of 
Korotkow). The exact point between phases 3 and 4 is 
difficult to detect and will therefore be expected to vary 
according to whether the artery is being progressively com- 
pressed or decompressed. The diastolic pressure does not, 
of course, really vary according to whether the reading is 
made during inflation or deflation of the cuff, but the level 
of pressure at which the change in sound can be detected 
depends upon whether progressive constriction or relaxation 
is being applied to the artery. The blood-pressure should 
always be recorded as the cuff is being deflated. 


Macrocytic Anaemia of Pregnancy 


Q.—! have recently had a patient in her first pregnancy 
with macrocytic anaemia of pregnancy. She was treated 
with blood transfusion, folic acid, and iron. What is the 
prognosis for a future pregnancy? Should she be given 
folic acid through the whole of the pregnancy ? 


A.—Megaloblastic anaemia of pregnancy does show a 
strong tendency to recur in successive pregnancies. So in 
the case described it would be wise to treat the patient 
prophylactically throughout her next pregnancy and puer- 
perium. She should be given iron, folic acid, and ascorbic 
acid, the last probably being of value in the absorption or 
utilization of folic acid.'* Even with this treatment it will 
be necessary to examine the patient’s haemoglobin level and 
blood picture at intervals during the pregnancy, because 
megaloblastic anaemia can be due to a failure in absorption 
rather than a deficient intake of folic acid. When this 
happens folic acid has to be given parenterally. It may be 
added that in a few cases of folic-acid-resistant megalo- 
blastic anaemia of pregnancy the patient’s real requirement 
is vitamin Bw, even though she is not suffering from true 
pernicious anaemia. 

REFERENCES 


1 Hayhoe, F. G. J., Brit. med. J., 1960, 2, 592. 
2 Giles, C., and Burton, H., ibid., 1960, 2, 636. 


Port-wine Naevus 


Q.—A child aged 5 months has a large naevus of the port- 
wine type covering part of the left cheek, the whole of the 
left side of the neck, extending to the shoulder and behind 
the left ear over the temporal area. What is the best 
treatment ? 


A.—An angioma of the port-wine type is a congenital 
ectasia of capillaries of the whole depth of tissue and will 
persist. It will not clear spontaneously and is not amenable 
to treatment. At this early age regular painting with 
thorium-X or treatment with Grenz rays (800 r) is likely to 
effect some paling by obliteration of very superficial vessels. 
Later in life it can either be masked by cosmetics or treated 
by plastic surgery—dermabrasion and grafting or excision 
and grafting, 


NOTES AND COMMENTS 


Examination for Life Assurance.—Dr. A. W. ANDERSON 
(Hastings) writes: The answer given to the question raised on 
this subject (‘“ Any Questions ? ”’ October 21, p. 1096) I find 
quite fascinating. Can your expert tell us just what insight is 
to be gained into a proposer’s character by his answer to the 
question, “‘ Have you had syphilis?’ Which will be the more 
reliable—a Wassermann test or answers to this question? Life 
assurance is a gamble, and the gambler in chief, the underwriter, 
not unnaturally wants the odds to be as greatly in his favour as 


possible. Perhaps herein lies the reason for not requiring a 
Wassermann reaction, or, even more practical, a chest x-ray of all 
proposers—they, the underwriters, may have to pay for it. 
Would there be any appreciable reduction in their profits if 
cases were accepted without any medical examination at all and 
merely graded on an age basis ? 


Our Expert replies: There are really three questions here. 
An old chief of mine, having examined a man and found signs 
indicative of old syphilitic infection, would ask, not, “* Have you 
had syphilis?” but, ‘‘ When did you have syphilis?” (The 
question was not, I think, his own invention.) A denial of 
infection indicated that he was untrustworthy in this respect and 
therefore possibly in others. A medical examiner for life assur- - 
ance can draw the same conclusion in similar circumstances, 
evidence of previous infection being obtained perhaps by 
examination, perhaps from the private medical attendant, permis- 
sion to consult whom for medical details the proposer has always 
given by signing the proposal form. When a proposer admits 
to having had syphilis it is possible to make a judgment about 
his morals, but more importantly the examiner is reminded to 
pay more than cursory attention to the second heart sound 
along the left sternal border, looking for the often faint early 
diastolic murmur of aortic incompetence, and to the configura- 
tion and reaction of the pupils. Neither an answer to the 
question nor, as was indicated in the previous answer, the blood 
Wassermann reaction is fully reliable as proving or disproving 
previous syphilitic infection. The best evidence is to be obtained 
by careful physical examination for the scar of a primary 
chancre or signs of tertiary syphilis. Since many life offices 
in this country are mutual societies it is not the underwriters 
who have to pay for supplementary examinations but, in the 
end, the members—i.e., the policyholders. It is their profits in 
the form of bonuses which are reduced by increased expenses 
in completing business. There is a very great deal of life 
assurance written on “‘ non-medical” proposals. In one large 
office in 1960 one proposal in four was non-medical. While 
medical examination is not required for such proposals certain 
medical evidence is required—namely, an account by the pro- 
poser of his medical history and his family history, and, when 
necessary, reference to the family doctor. Without any evidence 
of health at all, offices would certainly have to charge higher 
premiums since the mortality experience of policyholders is 
lighter than that of the population as a whole, for the obvious 
reason that the former are to a greater or less extent selected 
lives. In some group pension schemes for the employees of 
commercial organizations employees may join without formal 
evidence of health, but they must make a declaration of health 
and may be required to show that they are at work on the day 
they join and have not been oft work on account of illness for 
more than a specified and limited period in the preceding x 
years, this being necessary to protect the pension fund in the 
interest of all from an excessive number of early claims by 
seriously ill employees dying shortly after entering the scheme. 
It might interest Dr. Anderson to consult Principles and Practice 
of Life Assurance.' 
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Corrections.—In the annotation on the Nobel prizewinner Dr. 
Georg von Békésy it was inadvertently stated that he proceeded 


M.D. with honours at Miinster University. He did in fact 


receive the degree honoris causa. 


Dr. PHittipa A. SAMPSON and Mr. F. C. WaLKER (Department 
of Surgery, University of Birmingham) write: Our attention has 
been drawn to the fact that in our paper “ Dilatation of the 
Colon in Ulcerative Colitis’”’ (October 28, p. 1119) Fig. 6 is 
identical with Fig. 4, though placed upside down. We regret our 
oversight in allowing this to occur and would be happy to 
provide copies of the photomicrograph of Case 14 to anyone who 
may be interested. 
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